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(FILE 'HOME' ENTERED AT 10:05:32 ON 19 SEP 2011) 

FILE 'REGISTRY' ENTERED AT 10:05:41 ON 19 SEP 2011 
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VAR Gl=2 0/2 1/22/2 4/2 7/3 0/3 4/3 8/ 42/ 46 
REP G20=(l-4) 16-14 16-8 
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GRAPH ATTRIBUTES: 
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100.0% PROCESSED 1044 ITERATIONS 245 ANSWERS 

SEARCH TIME: 0 0.00.01 



=> s 13 and caplus/lc 

75706153 CAPLUS/LC 
L4 176 L3 AND CAPLUS/LC 

=> s 13 not 14 

L5 69 L3 NOT L4 

=> s 15 and ed<2/15/2005 

80740284 ED<2/15/2005 

(ED<20050215) 
L6 19 L5 AND ED<2/15/2005 



=> d 1-19 ide can 
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ANSWER 1 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 
7915 72-19-5 REGISTRY 
Entered STW: 02 Dec 2004 

Acet amide, N- [ [ 5- [2- [ [imino [ [ 2- ( 2 -met hoxyphenyl) ethyl] amino] methyl] amino] 
4-thiazolyl] -2 -methyl-3-furany 1] methyl ] - (CA INDEX NAME) 

C21 H25 W5 03 S 

COM 

CA 



L6 ANSWER 2 OF 19 REGISTRY COPYRIGHT 2011 ACS on STW 

RN 768339-78-2 REGISTRY 

ED Entered STN: 24 Oct 2004 

CN Carbamic acid, [2- [5- [2-[ [imino [ [2- (2- 

methoxyphenyl) ethyl] amino] methyl] amino] -4-thiazolyl] -2 -thienyl ] ethyl ] - 

ethyl ester (9CI) (CA INDEX NAME) 
MF C22 H27 N5 03 S2 
CI COM 
SR CA 



k^^J CH2— CH2— WH— C— WH— 



CH2— CH2— NH— C— NH— 



CH2~ CH2~ WH— C— OEt 



1 PROPERTY DATA AVAILABLE IW THE 'PROP' FORMAT* 



**PROPERTY DATA AVAILABLE IW THE 'PROP' FORMAT* 



ANSWER 3 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 
76 5256-7 7-7 REGISTRY 
Entered STN: 19 Oct 2004 

Acet amide, N- [ [ 5- [2- [ [imino [ [ 2- ( 2 -met hoxyphenyl) ethyl] amino] methyl] amino] - 
4-thiazolyl] -3-methyl-2-furanyl] methyl] - (CA INDEX NAME) 

C21 H25 N5 03 S 

COM 

CA 



ANSWER 4 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 
760150-11-6 REGISTRY 
Entered STN: 11 Oct 2004 

Guanidine, N- [4- [5- (aminomethyl) -2-furanyl] -2-thiazolyl] -N' - [ (2- 

propoxyphenyl) methyl] - (CA INDEX NAME) 

C19 H23 N5 02 S 

COM 

CA 



CH2~ CH2~ NH— C— NH- 




**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



1 I 'ROI 1 KkTY DATA AVAILABLE IW THE 'PROP' FORMAT** 
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L6 ANSWER 5 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 

RN 757934-21-7 REGISTRY 

ED Entered STN: 07 Oct 2004 

CN Acet amide, N- [ [ 5- [2- [ [imino [ [ 2- ( 2 -methoxyphenyl) ethyl] amino] methyl] amino] - 

4-thiazolyl] -lH-imidazol-2 -yl] methyl ] - (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Acet amide, N- [ [ 4- [2- [ [imino [ [ 2- ( 2 -met hoxyphenyl) ethyl] amino] methyl] amino] - 

4-thiazolyl] -lH-imidazol-2 -yl] methyl ] - (9CI) 
MF C19 H23 N7 02 S 
CI COM 
SR CA 



L6 ANSWER 6 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 

RN 750550-67-5 REGISTRY 

ED Entered STN: 24 Sep 2004 

CN Urea, N- [ [ 5- [2- [ [imino [ [ 2- ( 2 -methoxyphenyl ) ethyl ] amino ] methyl] amino] -4- 

thiazolyl] -2 -thienyl] methyl] - (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Urea , [ [ 5- [ 2 - [ [imino [ [ 2- (2 -methoxyphenyl) ethyl ] amino ] methyl] amino] -4- 

thiazolyl] -2 -thienyl] methyl] - (9CI) 
MF C19 H22 N6 02 S2 
CI COM 
SR CA 



.OMe nh 
II 

-CH2— CH2— NH— C— NH- 



1 kkOPkk.TY DATA AVAILABLE IN THE 'PROP' FORMAT* 



CH2— '•' C — NH 



CH2 — NH— C — NH2 



* PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* 



L6 ANSWER 7 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 

RN 74 8 749-2 6-0 REGISTRY 

ED Entered STN: 21 Sep 2004 

CN Guanidine, N- [4- [5- (aminomethyl) -2-thienyl] -2-thiazolyl] -N' - [ 2- (2- 

methoxyphenyl) ethyl] - (CA INDEX NAME) 

MF C18 H21 N5 0 S2 

CI COM 

SR CA 



L6 ANSWER 8 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 

RN 73 3720-8 5-9 REGISTRY 

ED Entered STN: 27 Aug 2004 

CN Guanidine, N- [4- [3- (aminomethyl) phenyl] -2-thiazolyl] -N' - [ 2- (2- 

methoxyphenyl) ethyl] - (CA INDEX NAME) 

MF C20 H23 N5 O S 

CI COM 

SR CA 




1 kkOkKkTY DATA AVAILABLE IN THE 'PROP' FORMAT** **PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* * 
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ANSWER 9 OF 19 REGISTRY COPYRIGHT 2011 ACS 
72 4418-81-9 REGISTRY 
Entered STN: 08 Aug 2004 
Carbamic acid, [2-[5-[2-[[[[2-(2- 



et ho xy phenyl ) ethyl ] am: 
, methyl ester (9CI) 
C22 H27 N5 03 S2 
COM 
CA 



.o]iminomethyl]am 
(CA INDEX NAME) 



-4-thiazolyl] -2-thienyl] ethyl] - 



ANSWER 10 OF 19 REGISTRY COPYRIGHT 2011 ACS on STW 
719992-95-7 REGISTRY 
Entered STN: 30 Jul 2004 

Guanidine, N- [4- [5- (aminomethyl ) -2-furanyl] -2 -thiazolyl ] -N ' - [ 2- (2- 

methoxyphenyl) ethyl] - (CA INDEX NAME) 

C18 H21 N5 02 S 

COM 

CA 



CH2— CH2— NH- C~ NH~ 



CH2 CH2 NH C~ OMe 



1 I 'KOI ■ I'.'.RTY DATA AVAILABLE IN THE 'PROP' FORMAT* 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* 



L6 ANSWER 11 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 

RN 186686-8 6-2 REGISTRY 

ED Entered STN: 05 Mar 1997 

CN Urea, N- [4- [ 2 - [ [ imino [ [2- ( 2-methoxyphenyl) ethyl] amino] methyl] amino ] - 

thiazolyl] butyl] - (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Urea, [4- [ 2- [ [ imino [ [2- ( 2-methoxyphenyl) ethyl] amino] methyl] amino] -4- 

thiazolyl] butyl] - (9CI) 
MF CI 8 H2 6 N6 02 S 
CI COM 



SR 



CA 



H2N— C— NH— (CH2) 4 



MeO^ 
- CH 2 — CH2' 



ANSWER 12 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 
186686-75-9 REGISTRY 
Entered STN: 05 Mar 1997 

Acetamide, N- [3- [2- [ [ imino [ [ ( 2 -propoxyphenyl) methyl] amino] methyl] amino] - 

thiazolyl]propyl]- (CA INDEX NAME) 

C19 H27 N5 02 S 

COM 

CA 



AcNH— (CH2)3_/ N ,; 



^ NH— C— NH— CH2 \^ 



**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



1 I 'KOI ■ KkTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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ANSWER 13 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 
186686-6 9-1 REGISTRY 
Entered STW: 05 Mar 1997 
Acetamide, N- [2- [2- [2 - [ [imino [ [2- (2- 

methoxyphenyl) ethyl] amino] methyl ] amino ] -4-thiazoly 1] ethoxy] ethyl] - 

INDEX NAME) 

C19 H27 N5 03 S 

COM 

CA 



AcWH— CH2~ CH2~ 0-CH2— CH2_ 



-NH- C— WH— CH2— CH2 



1 kkOkKkTY DATA AVAILABLE IN THE 'PROP' FORMAT* 



L6 ANSWER 14 OF 19 REGISTRY COPYRIGHT 2011 ACS on STW 

RN 186686-61-3 REGISTRY 

ED Entered STN: 05 Mar 1997 

CN Acetamide, N- [4- [2- [ [imino ( [2 - ( 2-methoxypheny 1) ethyl] amino] methyl ] amino ] 

thiazolyl] -3 -buten-1 -y 1] - (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Acetamide, N- [4- [2- [ [imino [ [2- ( 2-methoxypheny 1) ethyl] amino] methyl ] amino ] 

thiazolyl] -3-butenyl] - (9CI) 
MF C19 H25 N5 02 S 
CI COM 



BR 



CA 



* PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* 



L6 ANSWER 15 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 

RN 184581-9 0-6 REGISTRY 

ED Entered STN: 01 Jan 1997 

CN Acetamide, N- [ [ 5- [2- [ [imino [ [ 2- ( 4 -methoxyphenyl) ethyl] amino] methyl] amino] - 
4-thiazolyl] -2-thienyl]methyl] - (CA INDEX NAME) 

MF C20 H23 N5 02 S2 

CI COM 

SR CA 



L6 ANSWER 16 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 

RN 1639 70-79-4 REGISTRY 

ED Entered STN: 17 Oct 1995 

CN Acetamide, N- [ [ 5- [2- [ [imino [ [ ( 3 -methoxyphenyl) methyl] amino] methyl] amino] -4- 

thiazolyl] -2-f uranyl]methyl] - (CA INDEX NAME) 

MF C19 H21 N5 03 S 

CI COM 

SR CA 



-CH2— CH2~ NH- C — NH 



1 I 'KOI ■ KkTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 
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ANSWER 17 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 
1689 70-75-0 REGISTRY 
Entered STW: 17 Oct 1995 
Acetamide, N- [ [5- [2- [ [imino [ [ [2- (1- 

methylethoxy) phenyl] methyl] amino] methyl] amino] -4-thiazolyl] - 

furanyl]methyl]- (CA INDEX NAME) 

C21 H25 N5 03 S 

COM 

CA 



ANSWER 18 OF 19 REGISTRY COPYRIGHT 2011 ACS on STW 
1689 70-71-6 REGISTRY 
Entered STN: 17 Oct 1995 

Acetamide, N- [ [5- [2- [ [imino [ [ (2 -propoxyphenyl) methyl] amino] methyl ] amino ] 

thiaaolyl] -2-f uranyl ] methyl] - (CA INDEX NAME) 

C21 H25 N5 03 S 

COM 

CA 



^ J-J CH 2~ NH— C— WH- 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* 



^PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* 



ANSWER 19 OF 19 REGISTRY COPYRIGHT 2011 ACS on STN 
90489-11-5 REGISTRY 
Entered STN: 16 Nov 1984 

Guanidine, N- [2 - ( 3, 4-dimethoxyphenyl) ethyl] -N ' - [4- (2-pyridinyl) - 
thiazolyl]- (CA INDEX NAME) 
C19 H21 N5 02 S 
COM 



NH— C— NH— CH 2 — CH 2' 




1 I 'ROI 1 KkTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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=> d his 

(FILE 'HOME' ENTERED AT 10:05:32 ON 19 SEP 2011) 
FILE 'REGISTRY' ENTERED AT 10:05:41 ON 19 SEP 2011 



LI STRUCTURE UPLOADED 

L2 14 S LI 

L3 245 S LI FULL 

L4 176 S L3 AND CAPLUS/LC 

L5 69 S L3 NOT L4 

L6 19 S L5 AND ED<2/15/2005 



=> fil capl 

FILE 'CAPLUS' ENTERED AT 10:09:26 ON 19 SEP 2011 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
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ANSWER 1 OF 15 CAPLUS COPYRIGHT 2011 ACS i 



3TM 



STN 



AC C E S S ION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE(S): 

SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2010:833835 CAPLUS 
153 :174 759 

Gua.nid.yl neotetr ine derivatives useful in the 

treatment of bactei ial infection and their prepa.ra.tii 

Huang, Zhenhua; Zhang, Hui; Zhou, Yan ; Zhou, Guangli, 

KBP Biomedical Co., Ltd., Peop . Rep. China 

Faming Zhuanli Shenging, 34 pp . 

CODEN : CNXXEV 

Patent 

Chinese 



CN 101759604 
PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 
GRAPHIC IMAGE: 



KIND DATE 

A 20100630 
MARPAT 153:174759 



APPLICATION NO. 



CN 2009-10173214 
CN 2009-10173214 



20090912 
20090912 




ABSTRACT : 

The invention is related to guanidyl neotetr ine derivs . of formula I useful in 
the treatment of bacterial infection. Compds . I, wherein R2a, R2b, R3, R10, 
Rll and R12 are independent H or pro-drug; R5, R6a, R6b and R8 are independent 
H, SH, halo, OH, etc.; R7 is H, OH, N02, etc.; R4a, R4b, R8a and 8b are 
independent H, Cl-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, etc.; R9a and R9b are 
independent H, Cl-6 alkyl, Cl-6 alkoxy, etc.; are claimed. Compound II was 
prepared by multi-step procedure (procedure given) . The invention compds . were 
evaluated for their antibacter ial activity . The guanidyl neotet r ine der ivs . 
are used to preparing medicine for treating or preventing tetr acycline-sensit iv 



L7 ANSWER 1 OF 15 CAPLUS COPYRIGHT 2011 ACS 

RL: PAC (Pharmacological activity); SPN (Synthetic prepa. 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Prepar. 
(Uses) 

(drug candidate; synthesis of guanidyl neotetr ine der 
RN 12344 78-69-3 CAPLUS 

CN 2-Naphthacenecarboxamide, 4, 7-bis (dimethyl. 
octahydro-3, 10, 12 , 12a-tet rahydroxy-9- [ [ [ im 
thiazolylamino) methyl] amino]methyl] -1,11-d: 
INDEX NAME) 

Absolute stereochemistry . 



nued) 
on) ; THU 
n ) ; USE S 



) -1,4, 4a, 5, 5a, 6, 11, 12a- 
, (4S, 4aS, 5aR, 12aS) - (CA 




RN 1234479-13-0 CAPLUS 

CN 5-Thiazoleacetic acid, 2- [ [ [ [ [ ( 5aR, 6aS, 7S, lOaS) -9 - ( aminocar bony 1) -4,7- 
bis (dimethylamino) -5, 5a, 6, 6a, 7, 10, 10a, 1 2-octahydr o-l , 8,10a, 11 -t et rahydr . 
10, 12 -dioxo -2 -naphtha ceny 1] methyl ] amino ] iminomethyl ] amino ] -4 -methyl- (' 
INDEX NAME) 

Absolute stereochemistry . 




O O OH O OH 



1234479-14-1 CAPLUS 

5-Thiazolecar boxy lie acid, 2- [ [ [ [ [ (5aR, 6aS, 7S, lOaS) -9- (aminocar bony 1) -4,7- 
bis (dimethylamino) -5, 5a, 6, 6a, 7, 10, 10a, 12-octahydro-l, 8,10a, 11 -tet rahydr oxy 
10, 12 -dioxo -2 -naphtha ceny 1] methyl] amino] iminomethyl ] amino ] -, methyl ester 
(CA INDEX NAME) 



Absolute stereochemistry . 



1234478-69- 3P 



1234479-13- OP 



1234479-14-1P 
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L7 ANSWER 2 OF 15 
ACCESSION NUMBER i 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS COPYRIGHT 2011 ACS on STN 
200 5 : 9596 78 CAPLUS 



Guar 



rr:;:< 



INVENTOR (S) : 



PATENT ASSIGNEE(S): 

Germany 

SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Netz, Astrid; Amberg 
Michael; Kling, Andn 
Gar cia-Ladona , Fr . 
Abbott GmbH S Co. Kg, 

Ger. Of fen., 52 pp. 
CODEN: GWXXBX 
Patent 
( i ma n 



PATENT NO. 



APPLICATION NO. 



DE 102004008 
WO 200508287 
WO 200508287 



AG, AL, 

CO, CR, 



Al 20050901 
A2 20050909 
A3 20051110 
AM, AT, AU, AZ, BA, 
CU, CZ, DE, DK, DM, 



DE 2004-102004008141 20040219 
WO 2005-EP1521 20050215 



BB, BG, BR, BW, 
DZ, EC, EE, EG, 



ES, FI, GB, GD, 



GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ , NA, NI , 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SM, 

SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ , VC, VN, YU, ZA, 

BW, GH, GM, KE, LS, MW, MZ , NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

EE, ES, FI, FR, GB, GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, 



CI, CM, GA, GN, GQ, GW, ML, 



RO, SE, SI, SK, TR, BF, BJ, CF, 

MR, NE, SN, TD, TG 

127 A2 20061102 EP 2005-707406 

AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, 



20050215 
SE, MC, PT, 



IE, SI, LT, FI, RO, CY, TR, BG, CZ, EE, HU, PL, SK, HR, IS 



JP 20075231 
JP 4658073 
MX 20060094 
US 20070299 
PRIORITY APPLN 



074 
INFO . : 



20 0 70816 
20110323 
20070321 
20071227 



JP 2006-553516 



20050215 



ASSIGNMENT HISTORY FOR US PATENT AVAILABLE 
OTHER SOURCE(S): MARPAT 143:266930 

GRAPHIC IMAGE: 



MX 2006-9434 20060818 

US 2007-590265 20070614 

DE 2004-102004008141A 20040219 

WO 2005-EP1521 W 20050215 

IN LSUS DISPLAY FORMAT 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 
ABSTRACT : 

The present invention concerns guanidine compds . , e.g., I [Rl , R2 , R3 = H, OH, 
CN, (un) substituted Cl-6-alkyl, Cl-4-alkoxy, C2-6-alkeny 1, C3-12 -alkynyl , 
CO— (CI— 6— alkyl) , C02- (CI -6 -alkyl ) , etc.; R4 , R5 = H, halogen, CN, CF3, CHF2, 
Cl-10-alkyl, Ph, naphthyl, heteroaryl, etc.; R4R5 = (un) substituted 4- to 
7-membered ring, optionally containing addnl . O, S, N; Q = Ql , Q2 , Q3 , Q4 , Q5 , 
W = Wl, W2; Z = (CRzlRz2)a (V)b (CRz3Rz4 ) c; A, D = N02 , NH2, OH, CN, CF3 , OCF3 , 
CHF2, OCHF2, C02H, OCH2C02H, halogen, SH , etc.; B = H, A; R' = H, OH, halogen, 
N02, NH2, CN, CF3, CHF2, OCF3, OCHF2 , (un) substituted CI -6 -alkyl, 
C3-7-cycloaalkyl, (Cl-6-alkene ) -O- (Cl-6-alkyl) , C2 -6 -alkenyl , C3 -1 2-alkyny 1, 
CO-(Cl-6-alkyl), C02- (Cl-6-alkyl ) , S02 - ( CI -6 -alkyl ) , etc.; a = 0 - 4; b = 0, 1; 
c = 0 - 4; Rzl, Rz2, Rz3, Rz 4 = H, halogen, OH, etc.; E = O, NRgl, S; V = CO, 
CONR, NRCO, O, S, SO, S02, S02NR, NRS02, CS, CSNR, NRCS, etc.; Rgl = H, 
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7 ANSWER 2 OF 15 CAPLUS COPYRIGHT 2011 ACS on STN (Continue. 
1-4-alkyl, CO- (Cl-4-alkyl) , S02- (Cl-4-alkyl) , C02- (Cl-4-alkyl) , etc. 

cceptable salts thereof. Thus , N- ( 2-methoxybenxy 1) -N ' - (11, 3-thiazo. 
y ) guanidine ( II ) was pr epd . from 2-aminothiazole via reaction with 
hiocarbonyldiimidazole in MeCN, ammonolysis with NH40Ac in EtOH, N-i 
n MeOH and amidation with 2-MeOC6H4CH2NH2 in EtOH. Further the pre. 
oncerns the use of guanidine compds . as ligands for 5HT receptors fi 
reatment of diseases, which are modulated by a 5HT receptor activit; 

isturbances as well as the signs, symptoms and malfunctions which a: 
onnected with it . The pharmacol . act ivity off II was detd . [Ki = 5i 



Bthylation 
Bnt compd . 
c the 



863656-40-0P 
863656-44-4P 
863656-48-8P 
863656-54-6P 
863656-59-1P 
863656-68-2P 
863656-74-0P 
863656-81-9P 
863656-84-2P 
863656-89-7P 
863656-93-3P 

863656- 97-7P 

863657- 00-5P 
863657-05-0P 
863657-10-7P 
863657- 13-OP 
863657-16-3P 
863657-19-6P 
863657-22-1P 
863657-25-4P 



863657-35-6P 
863657-39-0P 
863657-42-5P 
863657-45-8P 
863657-48-1P 
863657-55-0P 
863657-58-3P 
863657-61-8P 
863 65 7- 64 -IP 
RL : PAC (Phari 
herapeutic 1 



863656-41- IP 
863656-45- 5P 
863656-50-2P 
863656-55- 7P 
863656-61-5P 
863656-70- 6P 
863656-79- 5P 
863656-82-0P 
863656-86- 4P 
863656-90- OP 
863656-95- 5P 

863656- 98- 8P 

863657- 01-6P 
863657-07-2P 
8636 57-1 1-8P 
863657-14-1P 
863657-17-4P 
863657-20- 9P 
863657-23-2P 
863657-26- 5P 



863657-37-8P 
863657-40-3P 
863657-43- 6P 
863657-46- 9P 
863657-49-2P 
863657-56- IP 
863657-59- 4P 
863657-62-9P 



863656-42-2P 
863656-47-7P 
863656-51-3P 
863656-56-8P 
863656-67-1P 
863656- 72-8P 
863656-80-8P 
863656- 83-1P 
863656-87-5P 
863656-91-1P 
863656-96-6P 

863656- 99-9P 

863657- 03-8P 
863657-08-3P 
863657- 12-9P 
863657-15-2P 
863657-18-5P 
863657-21-QP 
863657-24-3P 
863657-27-6P 



863657-38-9P 
863657-41-4P 
863657-44-7P 
863657-47-QP 
863657-54-9P 
863657-57-2P 
863657-60-7P 
863657-63-QP 



(Us. 



geological activity); SPN (Synthetic preparation); THU 
se) ; BIOL (Biological study); PREP (Preparation); USES 



(guanidine 
863656-4CT 
Guanidine 



derivs . and their u 
CAPLUS 

[ ( 2-rnethoxyphenyl) methyl] -N' -2-thiazolyl 



ligands for 5HT receptors) 

(CA INDEX NAME) 
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CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - ( 4 -phenyl -2 -t hiazolyl ) - (CA 
INDEX NAME) 




RN 863656-42-2 CAPLUS 

CN Guanidine, N' - [ (2 , 6-dimethoxyphenyl ) met hyl] -N- ( 4 -ethyl- 2-th iazolyl) - (CA 
INDEX NAME) 



NH— C— NH— CH2 



RN 863656-44-4 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' -2-thiazolyl- (CA INDEX 
NAME) 



IV 

> — ^ 



NH— C— NH— CH2~ 



RN 863656-45-5 CAPLUS 

CN Guanidine, N- [ ( 2-chloro-6 -methoxyphenyl ) methyl] -N ' -2-thiazolyl- 
hydrochloride (1:1) (CA INDEX NAME) 




.^0 



-NH— C— NH— CH2' 



RN 863656-41-1 CAPLUS 



863656-47-7 CAPLUS 

Guanidine, N- [ (2-ethoxyphenyl)methyl] - 
(CA INDEX NAME) 



-2-thiazolyl-, hydrochloride (1:1) 
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Eta 

[I 



NH Me °^^, 

ft NH— C— NH— CH2 \^ 

< <? 



• HC1 

RN 863656-48-8 CAPLUS 

CN Guanidine, N- [ ( 2-f luoro-6-methoxyphenyl )methy 1] -N ' -2-thiazolyl- (CA INDEX 

NAME) 




F 



RN 863656-50-2 CAPLUS 

CN Guanidine, N- [ ( 2-hydr oxypheny 1) methyl ] -N ' -2-thiazolyl-, acetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 863656-49-9 
CMF Cll HI 2 N4 O S 




CM 2 

CRN 64-19-7 
CMF C2 H4 02 



O 

II 

HO— C— CH 3 

RN 863656-51-3 CAPLUS 

CN Guanidine, N- [ ( 2 -methoxyphenyl) methyl ] -N ' -2-thiazolyl-, hydrochloride 
(1:1) (CA INDEX NAME) 



• HC1 

RN 363656-54-6 CAPLUS 

CN Guanidine, N- [ ( 3-methcotyphenyl) methyl ] -N ' -2-thiazolyl-, hydrochloride 
(1:1) (CA INDEX NAME) 




• HC1 



RN 863656-55-7 CAPLUS 

CN Guanidine, N- [( 4-methoxyphenyl) methyl ] -N ' -2 -t hiazolyl- (CA INDEX NAME) 




RN 863656-56-8 CAPLUS 

CN Guanidine, N- [2- ( 2-methoxypheny 1) ethyl] -N ' -2-thiazolyl- , hydrochloride 
(1:1) (CA INDEX NAME) 




• HC1 

RN 863656-59-1 CAPLUS 

CN Guanidine, N- [4- [3, 5-bis ( tr if luoromethyl) phenyl ] -2-thiazolyl] -N '-[(2,6- 
dimethoxyphenyl)methyl] -, hydrobromide (1:1) (CA INDEX NAME) 
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CF3 




NH 



Me I 



NH— C— NH CH 
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,,CQ 2 H 



H02C 

RN 863656-68-2 CAPLUS 

CN Guanidine, N- [4- (2, 3-dihydro-l, 4-benzodioxin-6-yl ) -2-thiazoly 1] -N '-[(2,6- 
dimethoxyphenyl)methyl] -, hydrobromide (1:1) (CA INDEX NAME) 



RN 863656-61-5 CAPLUS 

CN Guanidine, N- [ 4 - ( 2 , 5-dichlorophenyl ) -2-thiazoly 1] -N ' - [ (2, 6- 

dimethoxyphenyl)methyl] -, hydrobromide (1:1) (CA INDEX NAME) 



C^sJ CH2 NH C— NH ^ 




NH— C NH CHjj 



RN 863656-70-6 CAPLUS 

CN Guanidine, N-ethyl-N' - [ (2 -met hoxyphenyl ) met hy 1] -N' '-2-thiazolyl- 
(2E) -2-butenedioate (1:1) (CA INDEX NAME) 



RN 863656-67-1 CAPLUS 

CN Guanidine, N- [ ( 2 -me t hoxyphenyl ) methyl ] -N ' -methyl-N' '-2-thiazolyl-, 
(2E) -2-butenedioate (1:1) (CA INDEX NAME) 

CM 1 

CRN 863656-66-0 
CMF CI 3 HI 6 N4 O S 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown . 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 
HO2C 

RN 863656-72-8 CAPLUS 

CN Guanidine, N-2-benzothiazolyl-N'-[ (2, 6 -dime t hoxyphenyl) methyl ] -, 
(2E) -2-butenedioate (1:1) (CA INDEX NAME) 

CM 1 

CRN 863656-71-7 
CMF C17 H18 N4 02 S 
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CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown . 




C02H 



RN 863656-74-0 CAPLUS 

CN Guanidine, N-2-benzothiazolyl-N'- [ ( 2 -met hoxyphenyl) methyl ] -, 
(2E) -2-butenedioate (1:1) (CA INDEX NAME) 

CM 1 

CRN 863656-73-9 
CMF CI 6 HI 6 N4 O S 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown . 
,C0 2 H 

H0 2 C 

RN 863656-79-5 CAPLUS 

CN Guanidine, N- [ ( 2 -met hoxyphenyl) methyl ] -N ' - ( 4 -phenyl -2 -t hiazolyl) — (CA 
INDEX NAME) 
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RN 863656-80-8 CAPLUS 

CN Guanidine, N- [ (2, 6 -dime t hoxyphenyl) methyl ] -N ' - ( 4 -methyl -2 -t hiazolyl) - (CA 
INDEX NAME) 




RN 863656-81-9 CAPLUS 

CN Guanidine, N- [ ( 2-methoxyphenyl) methyl ] -N' - [ 4- (2-naphthalenyl) -2 -t hiazolyl ] - 
(CA INDEX NAME) 




RN 863656-82-0 CAPLUS 

CN Guanidine, N- [ (2, 6 -dime t hoxyphenyl) methyl ] -N ' - [ 4- (2-naphthalenyl) -2- 
thiazolyl]- (CA INDEX NAME) 




3Me 



RN 863656-83-1 CAPLUS 

CN Guanidine, N- [4- ( 4-chlorophenyl ) -2-thiazoly 1] -N ' - [ ( 2 -methoxypheny 1) methyl ] - 
(CA INDEX NAME) 




RN 863656-84-2 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - [ 4- (1 , 1 -dimet hy lethyl ) -2- 
thiazolyl]- (CA INDEX NAME) 




:>;e 



10/590,265 09/19/2011 



Page 
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863655-86-4 CAPLUS 
Guanidine, N- [ 4 - ( 1 , 1-d: 
methoxyphenyl)methyl] -, 

CM 1 



Bthylethyl) -2 -t hiazolyl] — N* — [ (2- 

(2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 
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CM 2 



CRN 863656-85-3 
CMF CI 6 H2 2 N4 O S 



NH— C— NH— CH 2 



Double bond geometry as shown. 
^CQ 2 H 



H02C 



RN 863656-90-0 CAPLUS 

CN Guanidine, N- (4 , 5 -dimet hy 1-2-thiazoly 1) -N ' - [ ( 2-methoxypheny 1) methyl ] - (CA 
INDEX NAME) 



CMF C4 H4 04 
Double bond geometry as shown . 

^CQ 2 H 



H02C 



RN 



863656-87-5 CAPLUS 

Guanidine, N- [ 4 - ( 4-chlorophenyl ) -2-thiazolyl] -N ' ■ 
dimethoxyphenyDmethyl] - (CA INDEX NAME) 




^ 



NH— C— NH— CH 2 



RN 863656-91-1 CAPLUS 

CN Guanidine, N- [ ( 2-methoxypheny 1) methyl ] -N ' - [ 4- ( 2 -pyr idinyl ) -2-thiazoly 1] - 
(CA INDEX NAME) 



-NH- C-NH— CH2' 



RN 863656-93-3 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - [ 4- ( 2 -pyr idinyl) -2- 
thiazolyl]-, (2E) -2-butenedioate (1:1) (CA INDEX NAME) 



863656-89-7 CAPLUS 

Guanidine, N- [ ( 2-methoxypheny 1) methyl ] -N ' -( 4-methyl-2-t hiazolyl ) - 
(2E) -2-butenedioate (1:1) (CA INDEX NAME) 



CRN 863656-88-6 
CMF CI 3 HI 6 N4 O S 



NH Me0 ~ 
^) NH— C— NH— CH 2' 




CM 2 

CRN 110-17-8 



L7 ANSWER 2 OF 15 CAPLUS COPYRIGHT 2011 ACS on STN (Continued) 
CMF C4 H4 04 

Double bond geometry as shown . 



L7 ANSWER 2 OF 15 CAPLUS COPYRIGHT 2011 ACS on STN (Continued) 
RN 863656-98-8 CAPLUS 

CN Guanidine, N- [ ( 2 -met hoxyphenyl) methyl ] -N' - [ 4- (4 -pyr idinyl) -2-thiazoly 1] - 
(CA INDEX NAME) 



RN 863656-95-5 CAPLUS 

CN Guanidine, N- [ 4 - ( 2-chlorophenyl ) -2-thiazoly 1] -N ' - [ ( 2-methoxypheny 1) methyl] 
, (2E) -2-butenedioate (1:1) (CA INDEX NAME) 



CRN 863656-94-4 

CMF CI 8 HI 7 CI N4 O S 




NH— C— NH— CH2' 



Double bond geometry as shown . 
^C0 2 H 



H02C 



RN 863656-96-6 CAPLUS 

CN Guanidine, N- [ 4 - ( 2-chlorophenyl ) -2-thiazoly 1] -N ' - [ (2, 6- 
dimethoxyphenyl)methyl] - (CA INDEX NAME) 




NH— C— NH— CH 2 - 



RN 863656-97-7 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - [ 4- ( 4 -pyr idinyl) -2- 
thiazolyl]- (CA INDEX NAME) 



NH— C— NH — CH?' 



J ^ ^ NH— C— NH— CH2 1 



RN 863656-99-9 CAPLUS 

CN 4-Thiazoleacetic acid, 2- [ [ amino [ [ ( 2- 

met hoxyphenyl ) methyl] amino] methyl ] amino ] - , methyl ester (CA INDEX NAME ) 



NH " Z - NH" ■ CH; 



RN 863657-00-5 CAPLUS 

CN Guanidine, N- [ ( 2 -methoxypheny 1) methyl ] -N ' - [ 4- ( 3 -pyr idinyl ) -2-thiazoly 1] 
(CA INDEX NAME) 



■'■ NH— Z— NH— :. 



RN 863657-01-6 CAPLUS 

CN 4-Thiazoleacetic acid, 2-[[[[(2,6- 

dimethoxyphenyl)methyl] amino] iminomethyl] 
NAME) 



methyl ester (CA INDEX 



NH— C— NH— CH2 



RN 863657-03-8 CAPLUS 

CN Guanidine, N- [ ( 2 , 6 -dimet ho:; ypheny 1 ) methyl ] -N ' - [4 - ( 3 -pyr idinyl ) - 2- 
thiazolyl]-, monoacetate (9CI) (CA INDEX NAME) 
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-NH— C— NH C H 2 ' 
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CMF C13 H13 F3 N4 O S 



NH— C— NH— CH 2 



RN 863657-05-0 CAPLUS 

CN 4-Thiazoleacetamide, 2- [ [amino [[(2,6- 

dimethoxy phenyl ) met hy 1 ] amino] methylene] amino] -N- [ (2 -met hoxyphenyl )met hyl] - 
, (2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 



CH2— NH— C — CH2' 



-NH— C— NH— CH2' 



Double bond geometry as shown. 
E ,C02H 



HQ 2 C 



RN 863657-08-3 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl]-N'-[4- (tr if luoromethyl ) -2- 
thiazolyl]- (9CI) (CA INDEX NAME) 



» R 



nh— z— nh- ch 2 — 



RN 863657-10-7 CAPLUS 

CN Guanidine, N- [ ( 2-methoxyphenyl) methyl] -N' - ( 5 -methyl -2 -thiazolyl ) - 
(2E) -2-butenedioate (lsl) (CA INDEX NAME) 



CRN 863657-09-4 
CMF C13 H16 N4 O S 



Double bond geometry as shown . 
^C02H 



H02C 



^ ^ NH— C— NH— CH2 



^0 



RN 863657-07-2 CAPLUS 

CN Guanidine, N- [ ( 2 -met hoxyphenyl) methyl ] -N' - [ 4- (trif luoromethyl) -2- 
thiazolyl]-, (2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 



CRN 863657-06-1 



CRN 110-17-8 
CMF C4 H4 04 
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Double bond geometry as shown . 



, E ^C02H 



RN 863657-11-8 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - ( 5-methyl -2 -thiazolyl ) - (CA 
INDEX NAME) 



L7 ANSWER 2 OF 15 CAPLUS COPYRIGHT 2011 ACS on STN (Continued) 



NH— C— NH— CH2' 



RN 863657-12-9 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - [4- (4 -f luorophenyl) -2- 
thiazolyl]- (9CI) (CA INDEX NAME) 



V? NH— C— NH— CH 2 



RN 863657-13-0 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - [ 4- ( 4 -met hy lpheny 1) -2- 
thiazolyl]- (CA INDEX NAME) 




NH— C— NH— CH; 



RN 863657-14-1 CAPLUS 

CN Guanidine , N- [ ( 2 , 6-dimethoxyphenyl) methyl ] -N' - [ 4- (4 -met hoxyphenyl) -2- 
thiazolyl]- (CA INDEX NAME) 



-NH— C— NH — CH j 



* — ^ 



NH— C— NH— CH2 



RN 863657-16-3 CAPLUS 

CN Guanidine, N- [ 4- ( 4-cyanopheny 1) -2 -thiazolyl ] -N' - [ (2,6- 
dimethoxyphenyl)methyl] - (CA INDEX NAME) 




RN 863657-17-4 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N' - [ 4- (3 -met hoxyphenyl) -2- 
thiazolyl]- (CA INDEX NAME) 




NH— C— NH— CH 2 



RN 863657-18-5 CAPLUS 

CN Guanidine, N- [4- [4- (diethylamino) phenyl ] -2-thiazoly 1] -N '-[(2,6- 
dimethoxyphenyl)methyl] - (CA INDEX NAME) 



V 



X!) 

NH— C— NH— CH2 



RN 86365 7-19-6 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - [ 4- [4- ( 1- 

pyrrolidinyl) phenyl] -2-thiazoly 1] -, monohydrobr omide (9 CI ) (CA INDEX 
NAME) 



RN 
CH 



863657-15-2 CAPLUS 

Guanidine, N- [ ( 2-f luoro-6 -met hoxyphenyl ) met hyl] -N ' - ( 4 -phenyl- 2 -thiazolyl) - 
(CA INDEX NAME) 
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• HBr 

• HBr 

RN 863657-20-9 CAPLUS 

CN Guanidine, N- [ ( 2 , 6-dimethoxypheny 1) methyl ] -N ' - [ 4- [ 4 - RN 863657-23-2 CAPLUS 

(tr if luoromethoxy) phenyl] -2 -thiazolyl ] -, monohydr obromide (9CI) (CA INDEX CN Guanidine, N- [4- ( 2-benzof ur anyl ) -2-thiazolyl] -N '-[(2,6- 

NAME) dimet hoxyphen yl ) met hy 1 ] -, hydrobromide (1:1) (CA INDEX NAME) 




OMe OMe 



• HBr 

RN 863657-21-0 CAPLUS 

CN Guanidine , N- [ ( 2 , 6-dimetho:-:ypheny' 1 ) methyl ] -N ' - [ 4- [4- ( 4-morpholiny 1) phenyl ] - 
2-thiazolyl] -, monohydr obromide (9CI) (CA INDEX NAME) 




• HBr 

RN 863657-22-1 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N' - ( 5-phenyl -2 -thiazolyl ) - , 
hydrobromide (1:1) (CA INDEX NAME) 



• HBr 

RN 863657-24-3 CAPLUS 

CN Guanidine, N- [ 4 - ( 3 , 5-dif luorophenyl ) -2-thiazolyl] -N '-[(2,6- 

dimethoxyphenyl)methyl] -, hydrobromide (1:1) (CA INDEX NAME) 



F 




OMe 



# HBr 

RN 863657-25-4 CAPLUS 

CN Guanidine, N- [ 4 - ( 1 , 3-benzodioxol-5-yl) -2-thiazolyl] -N ' - [ (2, 6- 
dimethoxyphenyl)methyl] -, hydrobromide (1:1) (CA INDEX NAME) 
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• HBr 

RN 863657-26-5 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxypheny 1) methyl ] -N ' - [ 4- (2-f luorophenyl) -2- 
thiazolyl]-, monohydr obromide (9CI) (CA INDEX NAME) 




• HBr 

RN 863 65 7-2 7-6 CAPLUS 

CN Methanesulfonamide, N-[4-[2-[[[[(2,6- 

dimethoxyphenyl)methyl] amino] iminomethyl] amino] -4 -thiazolyl ]phenyl] -, 
hydrobromide (1:1) (CA INDEX NAME) 



O 




• HBr 

RN 863657-29-8 CAPLUS 

CN Guanidine, N- [ ( 2 , 6-dimethoxypheny 1) methyl ] -N ' - [ 4- ( 3 -thienyl) -2-thiazolyl] - 
, monoacetate (9CI) (CA INDEX NAME) 

CM 1 

CRN 863657-28-7 

CMF CI 7 HI 8 N4 02 S2 
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CM 2 

CRN 64-19-7 

CMF C2 H4 02 

O 

II 

HO — C — CH3 

RN 863657-30-1 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N* - [4- ( 3 -f luorophenyl) -2- 
thiazolyl]-, mono hydrobromide (9CI) (CA INDEX NAME) 



F 




• HBr 

RN 863657-31-2 CAPLUS 

CN Guanidine, N— ( 4 — [ 1 , l'-biphenyl] -4 -y 1-2-thiazoly 1) -N '-[(2,6- 

dimet hoxypheny 1 ) met hy 1 ] -, hydrobromide (1:1) (CA INDEX NAME) 




OMe 



• HBr 

RN 86365 7-32-3 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - [ 4 - ( 2 -met ho:-:yphenyl ) - 2- 
thiazolyl]-, monohydr obromide (9CI) (CA INDEX NAME) 
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L7 ANSWER 2 17 If ::.7777 717 77 I:?:-: 7 2011 AC S on STN (Continued) 



-NH— C— NH— CH 2 - 



-NH— C— NH— CH 2 



RN 863657-33-4 CAPLUS 

CN Guanidine , N- [ ( 2 , 6-dimethoxypheny 1) methyl ] -N ' - [ 4 - (dipheny lmet hy 1) -2- 
thiazolyl]-, monohydrobromide (9CI) (CA INDEX NAME) 



-NH— C— NH— CH2' 



863657-37-8 CAPLUS 
Acetamide, N— [4— [2— [[[[(2,6- 
dimethoxyphenyl)methyl] amino] iminomethyl] 
acetate (1:1) (CA INDEX NAME) 

CM 1 



-4 -thiazolyl ] phenyl] - 



RN 863657-34-5 CAPLUS 

CN Guanidine, N- [ 4 -( 5-chloro-2 -thienyl ) -2-thiazoly 1] -N ' - [ (2, 6- 

dimet hoxyphenyl ) met hy 1] -, hydrobromide (1:1) (CA INDEX NAME} 



c— nh— chj. 



OMe NH 
CH 2 — NH— C— NH 



RN 863657-35-6 CAPLUS 

CN Guanidine, N- (4-benzo [b] thien-2 -y 1-2-thiazoly 1) -N ' - [ (2,6- 

dimethoxyphenyUmethyl] -, hydrobromide (1:1) (CA INDEX NAME) 



RN 863657-38-9 CAPLUS 

CN Guanidine, N'-[ (2 , 6-dimethoxyphenyl ) methyl] -N-8H-indeno [ 1 , 2 -d] thiazol-2 -y 1 
, hydrobromide (1:1) (CA INDEX NAME) 
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(Continued) 



.L NH 4_ NH _ CH2 Ji 



CH2~ NH— C— NH- 



RN 863657-39-0 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxypheny 1) methyl ] -N ' - ( 5-methyl-4 -pheny 1-2- 
thiazolyl)-, hydrobromide (1:1) (CA INDEX NAME) 



RN 863657-42-5 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - [ 4- [2- 

(trif luoromethyl) phenyl] -2-thiazoly 1] -, monohydrobromide (9CI) (CA INDEX 
NAME) 



Nil ■-- Nil .-.■■[[.; 



:x5 



-NH— C— NH— CH2' 



RN 863657-40-3 CAPLUS 

CN Guanidine, N- [ ( 2 , 6-dimethoxypheny 1) methyl ] -N ' - [ 4- [4- 

(methylsulfonyl)phenyl] -2 -thiazolyl ] -, monohydrobromide (9CI) (CA INDEX 
NAME) 



RN 863657-43-6 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxyphenyl) methyl ] -N ' - ( 4-tr icyclo [3.3.1.13, 7] dec-1 
yl-2-thiazolyl) -, hydrobromide (1:1) (CA INDEX NAME) 




CH2 NH C NH 



RN 863657-41-4 CAPLUS 

CN Guanidine, N- [ ( 2 , 6-dimethoxypheny 1 i methyl ] -N ' - [ 4- (3 -pheny 1-5- 
thiazolyl]-, monohydrobromide (9CI) (CA INDEX NAME) 



RN 86365 7-44-7 CAPLUS 

CN Guanidine, N- [ ( 2-f luoro-6 -met hoxyphenyl ) met hy 1] -N ' - ( 4 -met hy 1-2-thiazoly 1) - 
(CA INDEX NAME) 



NH— C— NH— CH2 



RN 
CN 



86365 7-45-8 CAPLUS 

Guanidine, N- [ 4 - ( 3 , 4-dif luorophenyl ) -2-thiazoly 1] -N ' - [ ( 2, 6- 
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NH C NH CH jj 
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CH2 — NH — C — NH — 



86365 7-46-9 CAPLUS 
Guanidine, N- [ 4 - ( 2-benzo 
dimethoxyphenyl)methyl] - 



hiazolyl) -2-thiazolyl] -N '-[(2,6 — 
hydrobromide (1:1) (CA INDEX NAME) 



-NH— C— NH— CH2" 



RN 863657-49-2 CAPLUS 

CN Guanidine, N- [ 4 - ( 2 , 4-dif luorophenyl ) -2-thiazolyl] -N '-[(2,6- 

dimethoxyphenyl)methyl] -, hydrobromide (1:1) (CA INDEX NAME) 



L/V_ 11 _ll 

1 ^ NH C NH CH 2 L 



863657-47-0 CAPLUS 

Guanidine, N- [ 4 - ( 3-chlorophenyl ) -2-thiazolyl] -N ' - [ (2, 6- 
dimethoxyphenyl)methyl] -, hydrobromide (1:1) (CA INDEX NAME) 



RN 863657-54-9 CAPLUS 

CN Guanidine, N- [ ( 2 , 6-dimethoxypheny 1) methyl ] -N ' - ( 4, 5, 6, 7-tetr ahydro-2 - 
benzothiazolyl) -, acetate (1:1) (CA INDEX NAME) 




NH— C— NH— CH2 



863657-48-1 CAPLUS 

Guanidine, N- [ (2, 6-dimethoxypheny 1) methyl ] -N ' - [ 4- (2-thienyl ) -2-thiazolyl] - 
, monohydrobromide (9CI) (CA INDEX NAME) 
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RN 863657-55-0 CAPLUS 

CN Guanidine, N- [ (2, 6-dimethoxypheny 1) methyl ] -N ' - [ 4- [ 4 - ( 1-methylethy 1) phenyl ] - 
2-thiazolyl]- (CA INDEX NAME) 




RN 863657-56-1 CAPLUS 

CN Guanidine, N- (4-benzo [b] thien-3-y 1-2-thiazoly 1) -N ' - [ (2,6- 

dimethoxyphenyUmethyl] -, hydrobromide (1:1) (CA INDEX NAME) 




OMe 



# HBr 

RN 863657-57-2 CAPLUS 

CN Guanidine, N- ( 4 -cyclohexy 1-2-thiazoly 1) -N ' - [ ( 2 , 6-dimethoxypheny 1) methyl] - 
(CA INDEX NAME) 




OMe 



RN 863657-58-3 CAPLUS 

CN Guanidine, N- [ 4 - ( 2-f luorophenyl ) -2-thiazolyl] -N'- [ ( 2 -met hoxyphenyl) methyl] - 
(CA INDEX NAME) 




RN 863 6 5 7-59-4 CAPLUS 

CN Guanidine , N- [ 4 - ( 3-f luorophenyl ) -2-thiazolyl] -N ' - [ ( 2 -met hoxyphenyl) methyl] - 

(CA INDEX NAME) 
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F 




RN 863657-60-7 CAPLUS 

CM Guanidine, N- [ ( 2-methoxypheny 1) methyl ] -N ' - [ 4- [ 4 - ( tr if luor omethoxy ) phenyl] 
2-thiazolyl]- (9CI) (CA INDEX NAME) 




RN 863657-61-8 CAPLUS 

CN Guanidine, N- [ 4 - ( 1 , 3-benzodioxol-5-yl ) -2-thiazolyl] -N ' - [ (2- 
methoxyphenyl)methyl] - (CA INDEX NAME) 




RN 863657-62-9 CAPLUS 

CN 5-Thiazolecarboxamide, 2- [ [ [ [ (2 , 6- 

dimet hoxyphenyl ) methyl] amino] iminomethy 1] amino] -N , N , 4 -tr imethyl- (CA 
INDEX NAME) 




RN 863657-63-0 CAPLUS 

CN Guanidine, N- [ ( 2-methoxyphenyl) methyl] -N ' - [ 4- [ 2 - ( tr if luor omethy 1) phenyl ] - 
thiazolyl]- (9CI) (CA INDEX NAME) 




86365 7-64-1 CAPLUS 
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Anti-Helicobacter pylo: 
guanidino) -4-ar ylthiazt 
Katsura, Yousuke; Nish 
Yoshikazu; Sakane, Kazi 
Morinaga, Chizu; Ishikawa, 
Medicinal Chemistry Resear. 
Medicinal Biology Research 
Pharmaceutical Company Ltd 
532-8514, Japan 

Journal of Medicinal Chemistry 
CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

CAS REACT 136:118413 



- ( Substituted 
izole Analogues 



Yodogawa-ku, Os; 



(2002) , 45 (1) , 143-150 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S): 
ABSTRACT : 

To extend the SAR study of guanidinothiazoles as a structurally novel class of 
anti-H . pylori agents, a series of 2- (substituted guanidino) -4 -ary It hiazoles 
and some 4-ary loxazole analogs were synthesized and evaluated for antimicrobial 
activity against H . pylori . Some of them were also subjected to H2 antagonist 
and gastric antisecretory assays . Several ary lthiazoles were identified as 
potent anti-H . pylor i agents , and of these , a th ieny It hiazole derivative exhibit e' 
the strongest activity (MIC = 0.0065 |ig/mL) among the compds . obtained in 
our guanidinot hiazole studies . Although the thieny 1th ia zole der ivat ive was void ■ 
H2 antagonist activity, a pyr idy lthiazole derivative had both potent anti-H. pylo. 
and H2 antagonist activities. On the other hand, no attractive activities were 
found in pyr imidyl, oxazoly 1 , isoxazolyl , imidazolyl , and oxadiazoly lthiazole 
derive . The anti-H. pylor i activity of the ar y lo;:azole analogs was weaker than 
those of the corresponding arylthiazole derivs . , though they had potent H2 
antagonist act ivity . 



390817-78- 4P 



390817-75-1P 
390817-79-5P 



:i !J C'y ill Ik -I i c pi : -p. i i . i I ion); fi'J '."'I. 



IT 184581-85-9P 390817- 
390817-76-2P 

390817-80-8P 390817-81-9P 

RL: PAC (Pharmacological activity) ; 
(Biological study); PREP (Preparati 

(preparation of guanidinoary It hiazoles and ary loxazoles and their 
antimicrobial activity against H. pylori . , H2 antagonist activity, 
gastric antisecretory Asssys ) 
RN 184581-85-9 CAPLUS 

CN Acetamide, N- [ [5- [2- [ [imino [ [2- (2 -met hoxyphenyl ) ethyl ] amino ] methyl] am 
4-thiazolyl]-2-thienyl]methyl]- (CA INDEX NAME) 




CH2~ NHAc 



RN 390817-74-0 CAPLUS 

CN Acetamide, N- [ [6- [2- [ [imino [ [2- ( 2 -met hoxyphenyl ) ethyl ] amino ] methyl] amino] - 
4-thiazolyl]-2-pyridinyl]methyl]- (CA INDEX NAME) 
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NH— C— NH— CH2 — CH2' 



RN 390817-75-1 CAPLUS 

CN Acetamide, N- [ [ 6- [2- [ [imino [ [ 2- ( 3 -met hoxyphenyl ) ethyl ] amino] methyl] amino] 
4-thiazolyl]-2-pyridinyl]methyl]- (CA INDEX NAME) 




^ NH— C— NH— CH 2 — CH 2 " 



390817-76-2 CAPLUS 

Acetamide, N- [ [6- [2- [ [imino [ [2- ( 4 -met hoxyphenyl ) ethyl ] 
4-thiazolyl]-2-pyridinyl]methyl]- (CA INDEX NAME) 



]methyl] amino] 




NH— C— NH— CH2 CH2" 



390 817-78-4 CAPLUS 

Acetamide, N- [ [ 2 ' - [ [ imino [ [2 - ( 2 - 
methoxyphenyl ) ethyl ] amino ] methyl] 
INDEX NAME) 



[4,4 '-bithiazol] -2 -yl] methyl] 



-CH2— CH2-MH- 
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CN Acetamide, N- [ [3- [2-[ [imino [ [2- (2 -methoxyphenyl) ethyl] 
4-thiazolyl] -5-isoxazolyl ] methyl] - (CA INDEX NAME) 



C H2 — CH 2 — NH— C— NH- 



RN 390817-81-9 CAPLUS 

CN Acetamide, N- [ [5- [2- [ [imino [ [2- ( 2 -met hoxyphenyl ) ethyl ] amino ] met hyl] 

4-thiazolyl] -lH-imidazol-2-yl ] met hy 1] -, hydrochloride (1:?) (CA INDEX 
NAME) 



CH2— CH2— NH- 
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Acetamide, N— [ [ 3 — [ 2 — j [imino [ [2- ( 2 -met hoxyphenyl ) ethyl ] amino ] met hyl] 



olyl]phenyl]methyl]- (CA INDEX NAME) 



™ x II 

^ NH— C— NH— CH 2 — CH 2 - 



299402-94-1 CAPLUS 

Acetamide, N- [ [4, 5-dihydro-2- [ [in 
met hoxyphenyl ) ethyl ] amino ] met hy 1] 
yl]methyl]- (CA INDEX NAME) 



[ 1 ] benzoxepino [5, 4-d]thiazol-9- 



l 1 1 i . i : . ■ ■ I. y I | pin - 
K-[ [3- [2-1 [in 
thiazoly 1] phe 
N- [ [3- [2-[ [im 
olyljphe 



of ant i -Helicobacter pylori (H. pylori) agents, a 
nyl] -2- (substituted guanidino) thiazoles and some 
re synthesized and evaluated for antimicrobial 
Among the compds . obtained, high anti-H . pylori 
e observed in N - [ [ 3 - [ 2 - [ [ imino [ (phenylmethyl ) amino] methyl] amino] 
yljmethyl] acetamide (MIC = 0.025 (ig/mL) and 
no [ (2-phenylethyl) amino] methyl ] amino ] -4- 
yl]methyl] acetamide (MIC = 0.037 (ig/mL) and 
.no [ [2- (2 -met hoxyphenyl) ethyl] amino] met hyl] amino] -4- 
iyl]methyl] acetamide (MIC = 0.017 (ig/mL). Though alkyl derivs. 
-[2- 




generally showed lower act ivity , 
methoxyethy 1 ) amino ] met hy 1 ] amino ] -4 -t hiazol y 1 ] pheny 1 ] methyl ] acetami ~e :re ser--e~ 
significant activity (MIC = 0.32 Mg/mL ) and also e:-:h ibit ed mor e ~.or en- 
gastric antisecretory activity than ranitidine. Structural restriction by 
br idging between the thiazole and the Ph rings with an alkyl chain did not 
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the activity 



I li i se c i es 



149917-20-4P , N- [ [3- [2- [ [Imino 
me l ho::y pheny 1 i et liy I ] ami no | met hy ] ] .-i 

thiazolyl] phenyl] methyl] acetamide 1781Q5-Q5-QP , 
N- [ [3- [ 2- [ [ Imino [ [2- ( 2-methoxypheny 1 } ethyl] amino] methyl] a 
thiazolyl] phenyl] methyl] acetamide 2994Q2-94-1P 

RL : BAC (Biological act ivity or effector , except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation) 

(preparation of (guanidino ) pheny It hiazoles and structurally rigid derivs 

for inhibition of Helicobacter pylori) 
149917-20-4 CAPLUS 

Acetamide , N- [ [ 3- [ 2 - [ [ imino [ [ 2- ( 4 -met hoxyphenyl ) ethyl ] amino] met hyl] amino] - 
4-thiazolyl]phenyl]methyl]- (CA INDEX NAME) 



NH— C— NH— CH2 - CH2' 
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ABSTRACT : 

Bioisosteric subst itut ion of the thiourea and urea moiety of PETT [i.e., 
pheny let hyl thiazolyl thiourea] compds . with a sulf amide, cyanoguanidine and 
guanidine functionalities, and replacement of the phenethyl group with 
benzoylethyl group were studied. Synthesis and antiviral activities are 
described . Example compds . are N- ( 5 -chlor o-2-pyr idiny 1) -N ' - ( 2- 
phenylethyl) sulf amide, N- ( 5-chloro-2-pyr idinyl) -N' - ( 2-phenylethyl) thiourea, 
N- [2- ( 2-methoxyphenyl) ethyl] -N ' - (2 -thiazolyl) thiourea, or 
N-cyano-N ' - [ 2- (2 -met hoxyphenyl ) ethyl ] -N ' '-(2 -thiazolyl) guanidine . 

IT 264601-96-9P , N-Cyano-N'- [ 2 - ( 2-methoxypheny 1) ethyl] -N ' ' - ( 2- 
l hia::o 1 y ] i q ua n id i. tie 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(preparation, and bioisosteric modification of pheny let hyl thiazolyl 
thiourea -type HIV-1 reverse transcriptase inhibitors) 
RN 264601-96-9 CAPLUS 
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- NH— C^= N— CH 2 — CH 2 - 
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ABSTRACT : 

A series of 2- [ (arylalkyl) guanidino] -4- [ ( 5 -acetamidomethyl ) furan-2-yl] thiazoles 
and some 4-acetamidomethyl positional isomers, I (R = 2-MeOC6H4, 2-furyl, 
4-pyridinyl, etc., X = H, Me, CH2NHAc, Y = CH2NHAc, H, Me, n= 0-3), were 
synthesized and evaluated for antimicrobial activity against Helicobacter 
pylori. Though I (R = 2-MeOC6H4, X = Me, Y = CH2NHAc, n = 2) (II), an analog 
incorporating a Me group' onto the furan nucleus of I i'R = 2-MeOC6H4, X = H, Y = 
CH2NHAC, n = 2), and I (R = 2-MeOC6H4, X = CH2NHAc, Y = Me, n = 2), a 
positional isomer of II, also showed potent anti-H . pylori activity, the H2 
antagonism profile was eliminated from these compds . Thus , two types of potent 
anti-H . pylori agents could be der ived from the same scaffold . 
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methyl] amino] -4- 



CRN 144-62-7 
CMF C2 H2 04 



O O 

II II 

HO C— C— OH 



-CH 2 — NH— C— NH- 



168970-81-8 CAPLUS 
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RN 168970-48-7 CAPLUS 
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CH 2 NHAc 



RN 168970-77-2 CAPLUS 

CN Acetamide , N- [ [5- [ 2 - [ [ [ [ ( 2-hydr oxypheny 1) methyl ] amino ] iminomethy 1 ] amino ] -4- 
thiazolyl]-2-furanyl]methyl]- (CA INDEX NAME) 




CH2~ NHAc 




CH 2 — NHAc 
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4-thiazolyl]-2-furanyl]methyl]-, ethanedioate (1:1) (CA INDEX NAME) 

CM 1 

CRN 168970-03-4 
CMF C20 H23 N5 03 S 




CH; : NHAc 



168970-80-7 CAPLUS 

Acetamide , N- [ [ 5- [ 2 - [ [ imino [ [ ( 3 -methoxyphenyl ) methyl] amino] methyl ] amino] 
thiazolyl]-2-furanyl]methyl]-, ethanedioate (1:1) (CA INDEX NAME) 



CRN 168970-79-4 

CMF CI 9 H21 N5 03 S 

HO— C— C— OH 



L7 ANSWER 6 OF 15 CAPLUS COPYRIGHT 2011 ACS on STN (Continued) 
RN 239123-72-9 CAPLUS 

CN Acetamide, N- [ [5- [2- [ [imino [ [2- ( 2 -methoxyphenyl ) ethyl ] amino]met hyl] amino] - 
4-thiazolyl] -3-methyl-2-furanyl]methyl] -, hydrochloride (1:1) (CA INDEX 
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CH2~ NHAc 



Me 



• HC1 
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4-thiazolyl] -3-phenyl-2 -fur anyl ] methyl] - (CA INDEX NAME) 
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CN Acetamide, N- [ [ 5- [2- [ [imino [ [ 2- ( 2 -methoxyphenyl) ethyl] amino] methyl] amino] - 
4-thiazolyl] -2-methyl-3 -fur anyl ] met hyl] -, hydrochloride (1:1) (CA INDEX 

NAME) 



10/590,265 09/19/2011 



Page 
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DOCUMENT TYPE: 
LANGUAGE : 
FAMILY ACC. NUM. COUNT: 
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CAPLUS COPYRIGHT 2011 ACS on STN 
1997:195723 CAPLUS 
126 :212142 
126 :41027a, 41030a 

Preparation of furylthiazoles as ulcer inhibitors 
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Fu j isawa Phar rnaceut i -al Co , .Jap an 
Jpn . Kokai Tokkyo Koho, 9 pp. 
COD EN : JKXXAF 
Patent 
Japanese 
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ethanedioate (1:1) (CA INDEX NAME) 



- CH 2~ CH 2 — NH— C~ NH— 



PATENT NO. 

JP 09040671 
PRIORITY APPLN. INFO. 
■ THER S' 'URi :E (S ) : 
GRAPHIC IMAGE: 



KIND DATE 

A 19970210 
MARPAT 126:212142 



APPLICATION NO. 



JP 1995-193751 
JP 1995-193751 



19950728 
19950728 



CRN 144-62-7 
CMF C2 H2 04 




ABSTRACT : 

The title compds . I [Rl = aryl, etc.; R2 , R3 = alkyl] are prepared I are 

an t ibacter i.n agent: c. and also are H2 ant agon 1st s . 

4- [5- (N-Ethylcarbamoyl) furan-2-yl] -2- [ (amino) [2- (2- 

me t: ho::y phenethy 1 ) amino ] met hy leneamino ] thia zo le in vi tr o showed MI ~: of :j . 1 
|^g/mL against Helicobacter pylor i . 

IT 187592-36-5P 187592-37-6P 187592-38-7P 

187592-39-8P 187592-4Q-1P 187592-41-2P 

RL : BAC (Biological act ivity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of f ury lthiazoles as ulcer inhibitors) 
RN 187592-36-5 CAPLUS 

CN 2-Furancarboxamide, 5-[2-[ [ imino [ [2-(2- 

methoxyphenyl) ethyl] amino] methyl] amino] -4 -thiazolyl ] -N, N-dimethyl- (CA 
INDEX NAME) 




RN 187592-37-6 CAPLUS 

CN 2-Furancarboxamide, 5- [2- [ [imino [ [2- (2- 
methoJ£yphenyl ) ethyl ] amino ] methyl] amino] -4-thiazolyl] -N, N-dimethyl-, 



o o 

II II 

HO— C— C— OH 

RN 187592-38-7 CAPLUS 

CN 2-Furancarboxamide, 5- [2- [ [imino [ [2-(2- 

methoxyphenyl) ethyl] amino] methyl] amino] -4-thiazolyl] -N-methyl- (CA INDEX 
NAME) 




RN 187592-39-8 CAPLUS 

CN 2-Furancarboxamide, 5- [2- [ [imino [ [2- ( 2- 

methoxyphenyl ) ethyl ] amino] methyl] amino] -4-thiazolyl] -N-methyl-, 
ethanedioate (1:1) (CA INDEX NAME) 

CM 1 

CRN 187592-38-7 
CMF C19 H21 N5 03 S 
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CRN 144-62-7 
CMF C2 H2 04 



O O 
HO— C— C— OH 



187592-40-1 CAPLUS 
2-Furancarboxamide, N-ethyl-5 -[ 2- 
methoxyphenyl ) ethyl ] amino ] methyl] 



-4-thiazolyl]- (CA INDEX NAME) 



-CH2 - CH2~ NH- 



OrQr' 
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ORIGINAL REFERENCE NO. 



CAPLUS COPYRIGHT 2011 ACS i 
1997: 140933 CAPLUS 
126 :157500 
126 :30459a, 30462a 



INVENTOR (S) : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



histamine H2 antagonists 

Kat sura, Yosuke; Oono, Mitsuko; Ni 

Fuji, Tetsuo 

Fuj isawa Phar rnaceut ical Co, Japan 
Jpn . Kokai Tokkyo Koho, 18 pp . 
CODEN: JKXXAF 
Patent 
Japam -si ■ 



PATENT NO. 

JP 08337579 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S) : 
GRAPHIC IMAGE: 



KIND DATE 

A 19961224 
MARPAT .1 26 : .1 5 7500 



APPLICATION NO. 



JP 1995-147529 
JP 1995-147529 



19950614 
I ■)■.".()■;. I .1 



RN 187592-41-2 CAPLUS 

CN 2-Furancarboxamide, N-ethyl-5 - [ 2- [ [imino [ [2- (2- 

rrn.l In i:-:y j jh< n y I i < ■ I h y 1 ] amino ] methyl] amino] -4-thiazolyl]-, ethanedioate (1:1) 
(CA INDEX NAME) 

CM 1 

CRN 187592-40-1 

CMF C2 0 H2 3 N5 03 S 




CM 2 

CRN 144-62-7 
CMF C2 H2 04 



O O 

II II 

C— C— OH 



RlHN n^ 

y=n—t^ -[| QNHCOR2 

H2N S I 

ABSTRACT : 

The title compds . I [Rl = alkyl, etc.; R2 = alkyl, amino; Q = alkylene, etc.] 
are prepared 2- [ (Amino) (but ylamino) methyleneamino ] -4- ( 3 - 

acetylaminopropy 1) thiazole oxalic acid salt at 1 mg/kg i . v . gave 10 0% 
inhibition of histamine- induced gastric acid secretion in rats. 

IT 18668 6-50-OP 186686-62-4P 186686-70-4P 

186686-76-0P 186686-87-3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of guanidinothiazole derivs . as histamine H2 antagonists) 
RN 186686-50-0 CAPLUS 

CN Acetamide, N- [3- [2- [ [imino [ [ 2 - ( 2-methoxypheny 1) ethyl] amino] methyl ] amino ] -4 
thiazolyl]propyl] - (CA INDEX NAME) 



AcNH — (CH2) 3 




RN 186686-62-4 CAPLUS 

CN Acetamide, N- [4- [2- [ [imino [ [ 2 - ( 2-methoxypheny 1) ethyl] amino] methyl ] amino ] -4 
thiazolyl] -3-buten-l-yl ] -, ethanedioate (1:1) (CA INDEX NAME) 

CM 1 



CRN 186686-61-3 
CMF C19 H25 N5 02 S 



10/590,265 09/19/2011 



Page 



l? answer 8 of if. caplus - 1 = v :-. z :-:t 1:11 o~ ;:r:: 



l .-.:;::-;z?. e- :r if :-;i. : ::;v: :::-:: lull a:::: on stn 



AcNH — CH 2 — CH 2 — CH=CH^_ 



- NH— C— NH— CH 2 — CH 2 - 



AcNH— (CH 2 ) 3 



NH— C— NH— CH 2 



O O 

II II 

" C— C— OH 



o o 

II II 

HO— C" C— OH 



1866S6-70-4 CAPLUS 

Acetamide, N- [2- [2- [2- [ [imino [ [2- (2 
methoxyphen y 1 ) ethyl ] amino ] methyl] 
ethanedioate (1:1) (CA INDEX NAME) 



-4-thiazolyl]ethoxy] ethyl] - 



CM 



1 



186686-87-3 CAPLUS 

Urea, N-[4- [2-[ [imino [ [2- (2 -met hoxyphenyl ) ethyl ] amino ] met hyl] 
thiazolyl]butyl]-, ethanedioate (1:1) (CA INDEX NAME) 



CRN 186686-86-2 
CMF C18 H26 N6 02 S 



AcNH— CH2~ CH2~ 0~ CH2~ CH2. 



NH- C— NH— CH 2 — CH 2 " 



H 2 N C NH (CH 2 )4 



-NH- CH 2 — CH 2 - 



CRN 144-62-7 
CMF C2 H2 04 



CRN 144-62-7 
CMF C2 H2 04 



O O 

II II 

HO— C— C— OH 



186686-76-0 CAPLUS 

Acetamide, N- [3- [ 2- [ [ imino [ [ ( 2 -propoxyphenyl) methyl ] amin 
thiazolyl]propyl] -, ethanedioate (1:1) (CA INDEX NAME) 



CRN 186686-75-9 

CMF CI 9 H2 7 N5 02 S 



] met hyl] amino] -4 - 



O O 

II II 

HO — C— C— OH 



1S66S6-99-7P 



156656- 90-SP 1S66S6-96-4P 

156657- 00-3P 1S66S7-01-4P 

RL: RCT (Reactant); SPN (Synthetic preparat 
(Reactant or reagent ) 

(preparation of guanidinothiazole derivs 
186686-90-8 CAPLUS 

Guanidine, N- [ 4 - [ 3- ( 1 , 3 -dihydro-1 , 3 -dioxo-2H-isoindol-2 -y 1) propyl ] -2 
thiazolyl]-N*-[2-(2-methoxyphenyl)ethyl]- (CA INDEX NAME) 



) ; PREP (Preparation); PACT 
s histamine H2 antagonists) 
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RN 186686-96-4 CAPLUS OS. CITING REF COUNT: 1 THERE ARE 1 CAPLUS RECORDS THAT CITE THIS RECORD 

CN Guanidine, N- [ 4 - [2- [ 2 - ( 1 , 3-dihydr o-l , 3-dioxo-2H-isoindol-2- (1 CITINGS) 

yl) ethoxy ] ethyl ] -2-thiazoly 1] -N ' - [ 2- ( 2-methoxypheny 1) ethy 1] - (CA INDEX 

NAME) 




PA;1Z 1-3 




RN 186686-99-7 CAPLUS 

CN Guanidine, N- [4- [4- ( 1 , 3 -dihydro-1 , 3 -dioxo-2H-isoindol-2-yl) butyl] -2- 
thiazolyl] -N ' - [ 2- (2 -met hoxyphenyl ) ethyl ] - (CA INDEX NAME) 




O 



RN 186687-00-3 CAPLUS 

CN Guanidine, N- [4- [3- ( 1 , 3 -dihydro-1 , 3 -dioxo-2H-isoindol-2 -yl) propyl] -2- 
thiazolyl] -N ' - [ ( 2 -propoxy phenyl ) methyl] - (CA INDEX NAME) 




O 



RN 186 68 7-01-4 CAPLUS 

CN Guanidine, N- [4- [ 4- (1 , 3 -dihydro-1 , 3 -dioxo-2H-isoindol-2-yl) -1-buten-l-yl] - 
2-thiazolyl] -N ' - [ 2- (2 -met hoxyphenyl ) ethyl ] - (CA INDEX NAME) 



10/590,265 09/19/2011 



Page 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
ORIGINAL REFERENCE NO. 
TITLE: 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 

JP 08245621 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S) : 
GRAPHIC IMAGE: 



199 7 : 42 CAPLUS 
126 :47211 
126 :9313a 

Preparation of 4-thienylthiazole derivati 

ant iulcer and ant ibacter ial agent s 

Fu j isawa Pharmaceut ical Co . , Ltd. , japar. 

Jpn . Kokai Tokkyo Koho, 16 pp . 

CODEN : JKXXAF 

Patent 

Japanese 



KIND DATE 

A 19960924 
MARPAT 126:47211 



APPLICATION NO. 



JP 1996-35931 
GB 1995-4689 



19960223 
19950308 
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study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prepn . of thienylthiazole der ivs . as antiulcer and ant ibacter ial 

184581-58-6 CAPLUS 

Acetamide, N- [ [5- [2- [ [imino [ [ (2 -met hoxyphenyl ) met hy 1] amino] methyl 
thiazoIyl]-2-thienyl]rr,ethyl]- (CA INDEX NAME) 



184581-59-7 CAPLUS 

Acetamide, N— [ [ 5 - [ 2 - [ [imino [ [ ( 3 -met hoxyphenyl ) met hyl] 
thiazolyl]-2-thienyl]methyl]- (CA INDEX NAME) 



,C = N S R 3 




N — < s CH 2 NHAc 

H 2 N Jl } 

/C = N S 

PhCH2CH2NH 



AlllvrkA' T : 

The title compds . [ I ; Rl = (halo or alkoxy ) ary 1, cycloalkyl, alkenyl, 
(un) substituted aralkyl, R2, R3, Q = H, alkyl; R4 = acyl, 

bond, alkylene], which show excellent antibacterial activ. 

Helicobacter pylori, are prepared Thus, a suspension of 

5-acetamidomethy 1-2-chloroacetylthiophene 1.5, 

N- ( 2 -pheny lethyl ) amidinothiour ea , and NaHC03 in ethanol w, 

55° for 3.5 h to give 1.30 g the title compound 
[ ( diaminomethy lene ) amino ] thienylthiazole derivative (III - 

inhibitory concentration of <0 . 1 ug/mL against H . pylori . 



heated at 



II showed min . 



IT 



184581-58-6P 
184581-61-1P 
184581- 72-4P 



184581-91-7P 



184581-59- 7P 
184581-66- 6P 
184581-80- 4P 

184581- 96-2P 

184582- 03- 4F 
184582-08- 9P 
18458 2-11-4P 
184582-14-7P 

RL: BAC (Biological activity o. 



184582-00-1P 
184582-07-8P 
184582 -10-3P 
184582- 13-6P 



184581-60-QP 
184581-70-2P 
184581-85-9P 

184581- 99-5P 

184582- 04-5P 
184582-09-QP 
184582- 12-5P 
184582-15-8P 

effector, except adverse) ; BSU (Biologica 1 



-CH 2 — NH— C— NH- 



RN 184581-60-0 CAPLUS 

CN Acetamide, N- [ [ 5- [ 2 - [ [ [ [ ( 3 -et hoxyphenyl ) met hyl] amino] iminomethyl] 
thiazolyl]-2-thienyl]methyl]- (CA INDEX NAME) 



- 1 NH- Z~ HH Y 



RN 184581-61-1 CAPLUS 

CN Acetamide, N- [ [5- [2- [ [imino [ [ (2-propoxyphenyl) methyl] amino] methyl ] amino ] -4 
thiazolyl]-2-thienyl]methyl]- (CA INDEX NAME) 



CH 2 — NH — C — NH — 



(JTvjT c 



RN 184581-66-6 CAPLUS 

CN Acetamide, N- [ [5- [2- [ [imino [ [2- (3 -met hoxyphenyl ) ethyl ] amino ] methyl] 
4-thiazolyl]-2-thienyl]methyl]- (CA INDEX NAME) 



L7 ANSWER 9 OF 15 CAPLUS COPYRIGHT 2011 ACS on STN (Continued) 




CH2 NHAc 



RN 184581-70-2 CAPLUS 

CN Acetamide , N- [[5-[2-[[[[2-( 2 -et hoxyphenyl ) ethyl ] amino] iminomethyl ] amino] -4- 
thiazolyl]-2-thienyl]methyl]- (CA INDEX NAME) 




CH 2 NHAc 



RN 1S4581-72-4 CAPLUS 

CN Acetamide, N- [ [ 5- [2- [ [ [ [2- (2, 3- 

dimet hoxyphenyl ) ethyl ] amino ] iminomethyl ] amino ]-4-thiazolyl] -2 - 

thienyl]methyl] - (CA INDEX NAME) 



OMe 




CH 2 — NHAc 



RN 184531-80-4 CAPLUS 

CN Acetamide , N- [[5-[2-[[[[( 2 -et hoxyphenyl ) methyl] amino] iminomethyl] amino] -4- 
thiazolyl]-2-thienyl]methyl]- (CA INDEX NAME) 




CH 2 — NHAc 



RN 184581-85-9 CAPLUS 

CN Acetamide, N- [ [5- [2- [ [imino [ [2- ( 2 -met hoxyphenyl) ethyl] amino]methyl] amino] - 
4-thiazolyl]-2-thienyl]methyl]- (CA INDEX NAME) 




CH j — NHAc 



RN 184581-91-7 CAPLUS 

CN Acetamide, N- [ [ 5- [2- [ [imino [ [ 2- ( 4 -met hoxyphenyl) ethyl] amino] methyl] amino] - 
4-thiazolyl] -2-thienyl] methyl] -, ethanedioate (1:1) (CA INDEX NAME) 

CM 1 
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CRN 184531-90-6 

CMF C20 H2 3 N5 02 S2 




CH2— NHAc 



CM 2 

CRN 144-62-7 
CMF C2 H2 04 



O O 

II II 

HO— C— C— OH 

RN 184581-96-2 CAPLUS 

CN Acetamide, N- [2- [ 5- [2- [ [imino [ [2- (2- 

rnet hoxyphenyl ) ethyl ] amino ] methyl] amino] -4-thiazolyl] -2-thienyl] ethyl] - 
(CA INDEX NAME) 




CH 2 — CH 2 — NHAc 



RN 184581-99-5 CAPLUS 

CN Acetamide, N- [ [5- [2-[ [imino [ [2- ( 2 -met hoxyphenyl ) ethyl ] amino ] met hyl] amino] - 
4-thiazolyl] -3-methyl-2 -t hienyl ] met hy 1] - (CA INDEX NAME) 




CH j NHAc 



Me 



RN 184582-00-1 CAPLUS 

CN Acetamide, N- [ [5- [2- [ [imino [ [2- (2 -met hoxyphenyl ) ethyl ] amino ] met hyl] amino] - 
4-thiazolyl]-3-thienyl]methyl]- (CA INDEX NAME) 




CH 2 — NHAc 



10/590, 265 
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RN 184582-03-4 CAPLUS 

CN Carbamic acid, [2- [ 5- [2- [ [ [ [2- ( 2- 

ethoxypheny 1) ethyl] amino] iminomethyl] amino] -4 -thiazolyl ] -2-thienyl] ethyl] - 
, methyl ester, monohydrochlor ide (9CI) (CA INDEX NAME) 




• HC1 

RN 184582-04-5 CAPL US 

CN Carbamic acid, [2- [5- [2- [ [imino [ [2- (2- 

met ho ::y phenyl i ethyl ] amino ] methyl] amino] -4 -thiazolyl] -2-thienyl] ethyl] -, 
ethyl ester, monohydrochlor ide (9CI) (CA INDEX NAME) 




• HC1 

RN 184582-07-8 CAPLUS 

CN Guanidine, N- [4- [5- (aminomethyl ) -2-thienyl] -2 -thiazolyl] -N' - [ 2- (2- 
methoxyphenyl)ethyl]-, hydrochloride (1:1) (CA INDEX NAME) 




• HC1 

RN 184582-08-9 CAPLUS 

CN Urea, N- [ [5- [2- [ [imino [ [ 2 - ( 2-methoxypheny 1) ethyl] amino] methyl ] amino] -4- 
thiazolyl]-2-thienyl]methyl]-, hydrochloride (1:1) (CA INDEX NAME) 



09/19/2011 Page 
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• HC1 

RN 184582-09-0 CAPLUS 

CN 2-Thiophenecarboxylic acid, 5- [ 2 - [ [ imino [ [2 - ( 2- 

methoxyphenyl) ethyl] amino] methyl] amino] -4 -thiazolyl] -, methyl ester (CA 
INDEX NAME) 




RN 184582-10-3 CAPLUS 

CN 2-Thiophenecarboxamide, N-ethyl-5- [ 2- [ [ imino [ [2- ( 2- 

methoxyphenyl)ethyl]amino]methyl] amino] -4 -thiazolyl ] - (CA INDEX NAME) 




RN 184582-11-4 CAPLUS 

CN 2-Thiophenecarboxamide, N-butyl-5 - [ 2- [ [imino [ [2- (2- 

methoxyphenyl)ethyl]amino]methyl]amino] -4 -thiazolyl ] - (CA INDEX NAME) 




RN 184582-12-5 CAPLUS 

CN 2-Thiophenecarboxamide, 5- [2- [ [ imino [ [2- ( 2- 

methoxyphenyl)ethyl]amino]methyl] amino] -4 -thiazolyl ] -N- (pheny lmethy 1) - 
(CA INDEX NAME) 
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-CH2 — CH2 — NH— C — NH & 



~ NH — CH2 — Ph 



184582-13-6 CAPLUS 

2-Thiophenecarboxamide, N- ( 2-hydr oxyethyl) -5- [2- [ [imino [ [2- (2- 
methoxyphenyl) ethyl] amino] methyl] amino] -4 -thiazolyl ] - (CA INDEX NAME) 



CH2— CH2— NH— C— NH— 



- NH— CH2 — CH 2~ OH 



184582-14-7 CAPLUS 

2-Thiophenecarboxamide, 5- [ 2- [ [ imi 
rue I ho:-;y phen y .1 i et h y .1 ] amino ] met hy 1 ] a 
INDEX NAME) 



3[ [2-(2- 

ino] -4 -thiazolyl j -N, N-dimethyl- (CA 



-CH 2~ CH j- NH— C— NH — 



184582-15-8 CAPLUS 

2-Thiophenecarboxamide, 5-[2-[[imino[[2-(2- 

methoxyphenyl) ethyl] amino] methyl] amino] -4 -thiazolyl ] -N-methyl- (CA INDEX 
NAME) 
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ACCESSION NUMBER i 
DOCUMENT NUMBER: 
ORIGINAL REFERENCE NO. : 
TITLE: 



INVENTOR (S) : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1996:385930 CAPLUS 
125 :58498 
125 :11249a, 11252a 
Preparation of 
4- ( 3-aminomethy lpheny 
H2 -receptor antagonists 
Katsura, Yousuke; Tomishi, Tetsuo 
Ohno, Mitsuko 

Fu j isawa Pharmaceut ical Co . , Ltd . 

PCT Int. Appl., 34 pp. 

CODEN: PIXXD2 

Patent 

Eng i. i sh 



hiazolylguanidines as 

Nishino, Shigetaka ; 



PATENT NO. 

WO 9605187 

AU, BR, 



L996 0222 
JP, 



APPLICATION NO. 



WO 1995-JP1596 



KR, MX, NO, NZ, RU, UA, US 



RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, 



BF, BJ, CF, CG, CI, CM, GA, 



AU 9531929 
JP 2000504305 
PRIORITY APPLN. INFO.: 



19960307 
20 00 0411 



MARPAT 125:58498 



■, ML, MR, NE, SN, 

AU 1995-31929 
JP 1995-507193 
GB 1994-16459 
■■; . ; ; ; . i i ' I 



L9950809 
19950809 
19940815 
19950809 




_ CH 2 — C H 2 — NH— C~ NH — 



ABSTRACT : 

Title compds . [I ; Rl = alkoxy (alky 1) , cyanoalkyl , phenyl ioxy ) ( alky 1 ) , etc.; 
= H, alkanoyl, CONH2 ] were prepared Thus, I [Rl = 2- ( 1-cy clohexenyl ) ethyl , : 
Ac] gave 100% inhibition of histamine- induced increase of guinea pig atrial 
strip contraction at 10-6g/mL in vitro . 



IT 



178105-05-0P 



178105-21-OP 



178105-22-1P 



RL: BAC (Biological activity or effector, except adverse) ; BS 
study, unclassified); SPN (Synthetic preparation) ; THU (Thera 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of 4- ( 3 -aminome thy lpheny 1 ) -2-thiazoly lguanidi 
antagonists) 
178105-05-0 CAPLUS 

Acetamide, N- [ [3- [2-[ [imino [ [2- ( 2 -met hoxyphenyl ) ethyl ] amino ] rr 
4-thiazolyl]phenyl]methyl]- (CA INDEX NAME) 




10/590,265 09/19/2011 
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178105-21-0 CAPLUS 

Guanidine, N- [4- [3- (aminomethyl ) phenyl] -2 -thiazolyl] — N* — [ 2— (2- 
methoxyphenyl)ethyl]-, hydrochloride (1:2) (CA INDEX NAME) 



-NH— C— NH— CH2~ CH2" 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
ORIGINAL REFERENCE NO. 
TITLE: 

INVENTOR (S) : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1995 : 85 60 70 CAPLUS 

123 :256700 

123 :45915a, 45918a 

Furylthiazoles and their use as H2-rec 

= ;onists and ant imicrobials 
Katsura, Yousuke; Ohno, Mitsuko; Nishi 
Tomishi, Tetsuo; Takasugi, Hisashi 



Fujisawa Pharmac 
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ABSTRACT : 

The invention relates to furylthiazole der ivs . I [Rl = pentyl, branched alkyl 
or alkenyl, certain alkoxyalky 1, ary 1, ary loxy , etc. ; R2 = H, alkyl; R3 = 
amino, acylamino; Al = alkylene; Q = H, alkyl] and pharmaceutically acceptable 
salts, which have antiulcer, H2 -receptor antagonizing, and antimicrobial 
activity . Also disclosed are proces ses for their pr epar at ion, pharmaceutical 
compns . comprising them, and their use in treatment of ulcers and infections . 
For example, condensation of the isothiourea derivative II. HI (X = MeS) with R1NH2 
[Rl = cyclohexylmethyl (Q) ] in refluxing EtOH gave title compound II (X = QNH) . 
The latter had an MIC of < 0.2 ji-g/mL against Helicobacter pylori 8008 in 
vitro, and the compound II (X = PhCH2CH2CH2NH) gave 77.9% inhibition of ulcers at 
32 mg/kg orally in mice in the HCl-aspirin ulcer test. Approx. 150 compds . I 
and salts are listed with characterizing phys . and spectral data . 
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4-thiazolyl]-2-furanyl]methyl]- (CA INDEX NAME) 
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CH2~ NHAc 
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CH 2 NHAc 
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CH 2 — NHAc 
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CN Acetamide, N- [ [ 5- [ 2 - [ [ [ [ 2 - ( 3 , 4- 
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OMe 




CH j — NHAc 
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CH 2 — NHAc 
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CN Acetamide, N- [ [ 5- [2 - [ [ [ [2 - ( 2 , 3- 
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CH 2 — NHAc 
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furanyl] methyl] - (CA INDEX NAME) 



"CH 2 — CH 2 — NH— C" 



- CH 2 — NH— C— NH- 
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thiazolyl] -2-furanyl] methyl] - (CA INDEX NAME) 



168970-72-7 CAPLUS 
Acetamide, N- [ [5- [2- [ [1 
thiazolyl] -2-furanyl] methyl ] - 



1 • rr.e- j-.y 1 \ amine j methyl ] 

, ethanedioate (1:1) (CA INDEX NAME) 
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CMF C21 H2 5 N5 03 S 



CH 2~ NH— C— NH— 



CH 2 — NH— C— NH— 



CRN 144-62-7 
CMF C2 H2 04 
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thiazolyl]-2-furanyl]methyl]-, ethanedioate (1:1) (CA INDEX NAME) 
CM 1 
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CMF C19 H21 N5 03 S 



O O 
HO" C— C— OH 



CH 2 — NH— C— NH- 



RN 168 9 7 0-76-1 CAPL US 

CN Acetamide, N- [ [ 5- [ 2 - [ [ imino [ [ [ 2 - ( 1- 

methylethoxy) phenyl] methyl] amino] methyl ] amino ] -4-thiazolyl] -2- 
furanyl]methyl] -, ethanedioate (1:1) (CA INDEX NAME) 

CM 1 

CRN 168970-75-0 

CMF C21 H2 5 N5 03 S 




CH 2 NHAc 



CM 2 

CRN 144-62-7 
CMF C2 H2 04 



O O 
HO— C— C— OH 



CM 2 

CRN 144-62-7 
CMF C2 H2 04 



O O 

II II 

HO— C— C— OH 

RN 168970-81-8 CAPLUS 

CN Acetamide, N- [ [5- [2-[ [imino [ [ ( 4 -methoxyphenyl) methyl] amino] methyl ] amino ] -4 
thiazolyl]-2-furanyl]methyl]- (CA INDEX NAME) 




CH2~ NHAc 



RN 168971-10-6 CAPLUS 

CN Guanidine, N- [4 - [ 5- (aminomethyl ) -2 - fur any 1] -2 -thiazolyl ] -N ' - [ [2- 
propoxyphenyDmethyl] -, hydrochloride (1:2) (CA INDEX NAME) 



RN 168970-77-2 CAPLUS 

CN Acetamide , N- [ [5- [ 2 - [ [ [ [ ( 2-hydr oxypheny 1) methyl ] amino ] iminomethy 1 ] amino] -4- 
thiazolyl]-2-furanyl]rnethyl]- (CA INDEX NAME) 
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-CH2— NH— C— NH- 



y CH2~ CH2— NH— C— NH- 



RN 168971-17-3 CAPLUS 

CN Guanidine, N- [4- [5- (aminomethyl ) -2-furanyl] -2 -thiazolyl ] -N ' - [ 2- (2- 
methoxyphenyl)ethyl]-, hydrochloride (1:2) (CA INDEX NAME) 



CH 2~ CH 2~ NH— C— NH- 



o o 

II II 

HO— C— C— OH 
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RN 168971-32-2 CAPLUS 

CN Urea, N- [ [5- [ 2- [ [ imino [ [ ( 2 -pr opoxypheny 1) methyl ] amino ] met hyl] amino] -4- 
thiazolyl]-2-furanyl]methyl]- (CA INDEX NAME) 



- CH 2 — NH — C— NH- 



CH2 — NH— C— NH2 



RN 168971-39-9 CAPLUS 

CN Urea, N- [ [5- [2- [ [imino [ [ 2 - ( 2-methoxypheny 1) ethyl] 
thiazolyl] -2-furanyl] methyl] - (CA INDEX NAME) 



methyl] amino] -4- 



CH 2 — CH 2 — NH— C— NH— 



-CH 2 — NH— C— NH 2 



RN 168971-46-8 CAPLUS 

CN Acetamide, N- [ [5- [2- [ [imino [ [2- ( 2 -raethoxyphenyl) ethyl] amino] methyl] 
4-thiazolyl]-2-furanyl]methyl]-, ethanedioate (1:1) (CA INDEX NAME) 



CRN 168970-03-4 

CMF C2 0 H2 3 N5 03 S 
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Thus, 4- (3-aminomethylphenyl)-2- (diaminomethylenea: 
(prepn . given) was stirred with potassium isocyana 
8.5 h to give title compd. II . II at 1 mg/kg i . v . 
gastric acid secretion . 



STH (Continued) 
Lno)thiazole dihydroch 
b in H20 at room temp, 
in rats inhibited 99% 



IT 



14991 7-20-4P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as histamine H2 receptor antagonist ) 
149917-20-4 CAPLUS 

Acetamide, N- [ [3- [2- [ [imino [ [2- ( 4 -met hoxyphenyl ) ethyl ] 
4-thiazolyl]phenyl]methyl] - (CA IHDEX HAME ) 



NH— C— NH— CH 2 — CH 2~ 



OS. CITING REF COUNT: 
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(4 CITINGS) 



MARPAT 119:203405 




'NHCONH2 II 



ABSTRACT : 

Title compds . [I; R2 = H, (substituted) alkyl; R3 = H, alkyl, alkoxy, halo; A = 
alky lene ; Q = COR1 , ( subst ituted) carbamimidoy 1; Rl = organic group] , were prepared 
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STN 



alkyl; A = bond, alky lei 
mixt. of 0.5 mL cyclobui 
hydrate, and 1.0 g Me2N 



I, which showed 100% inhibit ion 



nediyl, thiazol 
0.8 g 1-hydrox 
DMF was stirred at . 
II and Et 3N in DMF w. 
ization . Also prepd 
secretion at 1 mg/kg 



1 1 



and MIC of 0.78 jig/mL against Campylobacter py lor idis 80 08. 

IT 146946-81-8P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as antiulcer and antimicrobial agent) 
RN 146946-81-8 CAPLUS 
CN Acetamide, N- [ [ 6- [2- [ [ [ [2- ( 3, 4- 

dimethoxyphenyl ) ethyl ] amino ] iminomethyl ] amino ] -4-thiazolyl] - 

pyridinyl]methyl] - (CA INDEX NAME) 



" HH C- - NH - C H j O H 2 — 



OS. CITING REF COUNT: 
REFERENCE COUNT: 



THERE ARE 3 CAPLUS RECORDS THAT CITE THIS RECORD 
(3 CITINGS) 

THERE ARE 4 CITED REFEREHCES AVAILABLE FOR THIS 
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ABSTRACT : 

Thiazole derivs. [I; Rl = (substituted.! amino, OH, halo, -yar.o, a-yi, e- c . ; Al , 
R3 , R8 = H, acyl , (subst ituted) alkyl, C3-7 cy cloalkyl, alkenyl, alkynyl, etc.; 
2 of R2 , R3 , and R8 may form alky lene containing opt ional hetero atom; R4 = H, 
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ABSTRACT : 

The title corapds. [I: Rl = alkyl, R32C6H3, R5(CH2)n; R2 = H, alkyl; R4 = H, 
alkyl, HOCH2, NH2; R3 = H, alkoxycar bony 1, alkanoyl, Br, CI, F, iodo, Me, MeO, 
N02, NH2, OH, cyano; R5 = (un) substituted Ph , naphthyl, furyl, thienyl, 
pyridyl, pyrimidinyl, thiazolyl, imidazolyl; X = NH, Y = CH, N; X = S, Y = CH; 
n = 1-4] were prepared Thus, hexy lamine-HCl was condensed with HN (CN) 2 to give 
Me(CH2)5NHC(NH2) :NCN which was treated with H2S to give 

Me(CH2)5NHC(NH2) :NCSNH2. The latter was cyclocondensed with BrCH2COC02Et to 
give thiazolecar boxy late II . This was converted to its hydrazide and 
cyclocondensed with MeCSNH2 to give I (Rl = hexyl, R2 = H, R4 = Me, X = NH , Y = 
N) . Selected I are histamine H2-receptor antagonists with pA2 > 6.9 in 
guinea pig atria tissue; in rats at 30 rng/kg orally , I gave >77% 
inhibition of EtOH-induced ulcers. 

IT 1011S9-74-6P 101189-75- 7P 101189-76-8P 

101189-77-9P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as gastric secretion and ulcer inhibitor) 
RN 101189-74-6 CAPLUS 

CN Guanidine, N- [ ( 4-methoxyphenyl) methyl] -N ' - [ 4- (2-methyl-lH-imidazol-4-yl) -2 
thiazolyl]- (9CI) (CA INDEX NAME) 



S ' 1 M 



101189-75-7 CAPLUS 

Guanidine, N- [ ( 4-methoxyphenyl) methyl ] -N' - [ 4- (2-methyl-lH-imidazol-4-yl) -2 
thiazolyl]-, dihydrobromide (9CI) (CA INDEX NAME) 
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CH2 — NH— C— NH— 



RN 101189-76-8 CAPLUS 

CN Guanidine, N- [ 2 - ( 4-methoxyphenyl) ethyl] -N ' - [4- (2-methyl-lH-imidazol-4-yl) - 
2-thiazolyl] - (9CI) (CA INDEX NAME) 



- CH2 - CH2 - NH— C~ NH - 
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1984:407147 CAPLUS 
101 :7147 
101:1222h, 1223a 
N-Subst itut ed guanidino 
Yamanouchi Pharmaceut ic 
Jpn . Kokai Tokkyo Koho, 
CODEN: JKXXAF 
Patent 
Japam s< ■ 



:hiazole derivative 
lI Co . , Ltd . , Japan 
10 pp. 



PATENT NO. 

JP 59036674 
PRIORITY APPLN. INFO.: 
GRAPHIC IMAGE: 



DATE 
19840228 



APPLICATION NO. 



JP 1982-147274 
JP 1982-147274 



19820825 
19820825 



H2N"' 



RN 101189-77-9 CAPLUS 

CN Guanidine, N- [ 2 - ( 4-methoxyphenyl) ethyl] -N ' - [ 4 - ( 2-methyl-lH-imidazol-4 -y 1) - 
2-thiazolyl]-, dihydrobromide (9CI) (CA INDEX NAME) 




• 2 HBr 

OS. CITING REF COUNT: 12 THERE ARE 12 CAPLUS RECORDS THAT CITE THIS 

RECORD (12 CITINGS) 



ABSTRACT : 

Twenty-nine guanidinothiazole der ivs . ( I ; R = alkyl, ar alkyl , 

heterocyclylalkyl; Rl = 2-pyridyl, 2-furyl), effective antisecretory agents at 
10-50 mg/kg, were prepared by substitution of II (R2 = alkyl, X = halo) with 
RNH2. Thus, refluxing 1.0 g II (Rl = 2-pyridyl, R2 = Me, X = I) with 3.2 g 
2-(2-aminoethyl)pyridine in EtOH gave 0.75 g I.3HC1 [R = 2- ( 2-pyridyl) ethyl; Rl 
= 2-pyridyl] . 

IT 90489-12-6P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of) 
RN 90489-12-6 CAPLUS 

CN Guanidine, N- [2- ( 3, 4-dimethoxyphenyl) et hy 1] -N ' - [ 4 - ( 2-pyr idiny 1) -2- 
thiazolyl]-, (2Z) -2 -butenedioat e (1:1) (CA INDEX NAME) 

CM 1 

CRN 90489-11-5 

CMF C19 H21 N5 02 S 




Double bond geometry as shown. 
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H0 2 C 

CQ 2 H 
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=> fil marpat 

FILE 'MARPAT' ENTERED AT 10:11:40 ON 19 SEP 2011 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2011 American Chemical Society (ACS) 

FILE CONTENT: 1961-PRESENT VOL 155 ISS 13 (20110918/ED) 

MARPAT RECORDS FOR 1961-1987 ARE DERIVED FROM INPI DATA 



MOST RECENT CITATIONS FOR PATENTS FROM MAJOR ISSUING AGENCIES 
(COVERAGE TO THESE DATES IS NOT COMPLETE) : 



US 20110 

DE 102010 

EP 2 

JP 2011 

WO 2 011 

GB 2 

FR 2 

RU 2 

CA 2 



196176 11 

006884 04 

348120 27 

155180 11 

102668 25 

475359 18 

955860 05 

425038 27 

730618 03 



AUG 2011 
AUG 2011 
JUL 2011 
AUG 2011 
AUG 2011 
MAY 2011 
AUG 2011 
JUL 2011 
AUG 2011 



The new MARPAT User Guide is now available at: 
http : / /www. cas . org/ support/ stngen/ stndoc /marpat . html . 

Assembled MARPAT displays are now available by default for QHIT and FQHIT 
formats. Two new display formats, QHITEXG and FQHITEXG, have also been 
implemented. See NEWS 2 0 for more information on these and other 
time-saving enhancements. 

' . FIONAMARPAT ' IS DEFAULT FORMAT FOR ' MARPAT ' FILE 
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DEFAULT MLEVEL IS ATOM 

MLEVEL IS CLASS AT 12 13 14 15 16 18 20 21 22 23 24 25 26 27 28 29 30 

31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 49 

STEREO ATTRIBUTES: NONE 

L9 32 SEA FILE=MARPAT SSS FUL LI 

100.0% PROCESSED 8270 ITERATIONS 32 ANSWERS 

SEARCH TIME: 0 0.00.07 
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L9 ANSWER 1 OF 32 
ACCESSION NUMBER: 
TITLE : 



INVENTOR (S) : 

PATENT ASSIGNEE(S): 

SOURCE : 



MARPAT COPYRIGHT 2011 ACS on STN 
153:480999 MARPAT 

Heterocyc lie cortp o-.:::~..z z.z z.:~ i: _ . inhibitors and 

their preparation and use in the treatment of cancer 
and other autotaxin -mediated diseases 

Schultz , Melanie; Schiemann, Kai; Staehle, Wolfgang 
Merck Patent GmbH, Germany 
PCT Int. Appl., 129pp. 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



CODEN : PIXXD2 



KIND DATE 



APPLICATION HO. 



WO 2010112124 



Al 20101007 



WO 2Q10-EP1457 



W : AE , AG 



KE, KG, 
MD, ME, 



RW : AT , BE 



PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 
GRAPHIC IMAGE: 



AO, AT, AU, AZ, 
CO, CR, CU, CZ, 



BA, BB, BG, BH, 



20100309 
BR, BW, BY, 



DE, DK, DM, DO, DZ, EC, EE, EG, 



GE, GH, GM, 

KP, KR, KZ, 

MN, MW, MX, 

RO, RS, RU, 



GT, HN, 

LA, LC, 

MY, MZ, 

SC, SD, 



HR, HU, ID, IL, IN, IS, JP, 



LK, LR, LS, 
NA, NG, HI, 
SE, SG, SK, 



LT, LU, LY, 
NO, NZ, CM, 
SL, SM, ST, 



MA, 
PE, 
SV, 



TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, 



CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HR, HU, 

LU , LV , MC , MK , MT , NL , NO , PL , PT , RO, SE , SI , 

BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 

GH, GM, KE, LS, MW, MZ , NA, SD, SL, SZ, TZ, UG, 



CAS RE ACT 15 3: 
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~ -~r. e ;:e of zg~.~.~.z. 
and/or pathophysiol . condit. 
by increased lysophosphatic 
particular of different 



COPYRIGHT 2011 ACS on STN (Continued) 

ient and/or prophylaxis of physiol 
: caused, mediated and/or propagat 
.d/or the act ivat ion of autotaxin , 
of formula I wherein W1W2 togethe 



id levels , 
s . Compds 

form N=N, C02, COS, CO, NH and derivs., etc.; Yl is CO, CS, 
CONH and derivs, etc, Y2 is (un) substituted methylene, O, NH 
and derivs., and a single bond; Zl is O, S and NH and derivs. 
aminotetrahydrothienopiper idinyl , aminoindolyl , aminoben zot hi. 
(un) substituted cycloalkyl, (un) substituted heterocy cloalkyl , 
aryl and (un) substituted heteroaryl; Rl , R2 , R3 and 
alkyl, cycloalkyl, heterocycly 1, etc . ; n is 0, 1, 2, 
physiol . acceptable salts , der ivs . , prodrugs , solvat 
mixts . of stereoisomers in all rat ios , are claimed . 
prepd. by a multistep procedure (procedure given) 



.ndependent ly H, 



aluated for their autota 



MSTR 3 Assembled 



inhibitory activity (data given) . 




703 : alkylene Containing up to 4 C, unbranched> 

(opt . substd. ) 
730 : opt . substd . 
73 7 : opt . subs td . 

Patent location: claim 6 

Hote: 



St er eo chemist i y : 



REFERENCE COUNT : 



and physiologically a 
prodrugs , and solvate 
and stereoisomers 



:ceptable salts 



THERE ARE 2 CITED RF. PER KN< ' K : '■ AV A I I .A 1 11 . K K-l; 'I'll I:'. 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



.oh. 



ABSTRACT : 

The invention relates to compds . according to formula I as autotaxin inhibitors 
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DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION : 



150 :374522 MARPAT 

Amidine, thiourea, and guanidine derivatives of 

2-aminobenzothiazoles and aminobenzothiazines for 

treatment of neurodegenerative pathologies 

Anzini, Maurizio; Giordan i, Antonio; Makovec, 

Frances co ; Cappelli , Andrea ; Vomer o, Salvator e; 

Caselli, Gian franco; Rovati, Lucio Claudio 

Rottapharm S.p.A., Italy 

PCT Int. Appl., 4 7pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION MO. DATE 



WO 200904033 
WO 200904033 
W: AE, 



RW : AT , BE , 



A2 

A3 
AL, AM, 
CN, CO, 
GD , GE , 
KN, KP, 
MK, MN, 
RO, RS, 
TR, TT, 
BG, CH, 



20090402 
20090604 
AT, 



WO 20 08-EFG26 36 20080922 



AU, AZ, BA, BB, BG, BH, 



CR, CU, CZ, 
GH, GM, GT, HN, HR, 
KR, KZ, LA, LC, LK, 



DO, DZ, 
HU, ID, IL, 
LR, LS, LT, 



BF , BW, 

EC, EE, 

IN, IS, 

LU, LY, 



BY, BZ, 

EG, ES, 
JP, 

MA, MD, 



MW, MX, MY, MZ, NA, NG, NI , NO, NZ, CM, PG, PH, 

RU, SC, SD, SE, SG, SK, SL, SM, ST, SV, SY, TJ, 

TZ, UA, UG, US, UZ, VC, VN, ZA, 

CY, CZ, DE, DK, EE, ES, FI, FR, 



ZM, ZW 
GB, GR, 



IE, IS, IT, LT, LU, LV, MC, MT, NL, NO, PL, PT, 



BJ, CF, 
GH, GM, 
BY, KG, 



CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, 
KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, 



IT 2007TO066 
IT 1379970 
CA 2700584 
EP 2190829 
R: AT, 



US 201001976 
PRIORITY APPLN. I' 



BG, CH, 
IT, LI, 
AL, BA, 



KZ, MD, RU, 

20071224 
20100830 
20090402 
20100602 

CY, CZ, 

LT, LU, 

MK, RS 
20100805 



TJ, TM, 

IT 20 



AP, EA, 

0 7-TO6 65 



CA 2008-2700584 
EP 2008-804562 
DE, DK, EE, ES, FI, FR, 
LV , MC , MT , NL , NO, PL , 



20080922 
20080922 
GB, GR, 



HR, HU, 
SE, SI, 



US 2010-679620 

IT 2007-TO665 

WO 2008-EP62636 
CASREACT 150:374522 



20100323 
20070924 
20080922 
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y 1 ] ace tamidine was synthes ized by the reaction of 

6- (trif luoromethoxy ) -2 -aminobenzothiazole and N, N-dimethylacet amide and sh 
remarkable redn . in glutamate release at concn . of 0.1-1 |iM when neuronal 
damage was assessed as glutamate release during the period of re-oxygenati 
using an in vitro model of ischemia . 



MSTR 1 Assembled 




171, 172, 174, 175, 177: 

Patent locat ion : 

Note: 

Note: 

Note: 



oj pharmaceul Lcally acci pi abl<- \ \ .nid/ .-;< > I v. 1 1 < ■ 

ubs titution i testiid ed 
and taut omer z 




ABSTRACT : 

The invention relates to amidine, thiourea, and guanidine derivs. of 
appropriately substituted 2-aminobenzothiazoles , 2 -ami no— 3 , 1— 4H— benzothiazines , 
and 3-amino-l, 4 -3H -benzothiazines of formula I (X = bond, CH2, S; Y = CH2, S; Z 
= amidine, thiourea, guanidine group; R = H, F, CI, OMe, OCF3, CF3 , S02Me) , the 
related pharmaceut ically acceptable salts and solvates thereof. The use of the 
compds. and the corresponding ph = rrr.= : = i f orrr.v. 1=~ io" z for ~:".e ::e;:-er.: of 
neurodegenerative pathologies such as cerebral ischemia, neurodegeneration 
induced by cranial trauma, Alzheimer ' s disease, multiple sclerosis , and 

amyotrophic lateral sclerosis and the method for preparation of the compds . are also 
claimed . Thus N, N-dimethy 1-N ' - [ 6- (tr if luoromethoxy ) benzothiazol-2- 
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INVENTOR (S) : 

PATENT ASSIGNEE(S): 

SOURCE : 



MARPAT COPYRIGHT 2011 ACS on STN 
149:143942 MARPAT 
Combination treatment of solid 
ant imet abol it es and tyros ine kina 
Moussy, Alain; Kinet , Jean-Pierre 
Ab Science, Fr . 
PCT Int. Appl., 49pp. 
CODEN : PIXXD2 



3 OF 32 MARPAT 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Engli 



COPYRIGHT 2011 ACS . 
:ubstd. ) 



218: alkyl <containing 1-4 C> (opt. 
G18 = thiazolyl 

G19 = alkoxy <containing 1-6 C> (opt . substd. ) 

Patent locat ion : claim 1 



REFERENCE COUNT: 



Zr.z:-z z :■ :::ti:: reference:? available for this 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



PATENT NO. 



WO 2008084103 



KIND DATE 



20080717 



W : AE , AG , AL , AM , AO , AT , 

CA, CH, CN, CO, CR, CU, 

FI, GB, GD, GE, GH, GM, 

KG, KM, KN, KP, KR, KZ , 



ME, MG, 

PL, PT, 

TN, TR, 

RW : AT , BE , 



MK, MN, MW, 

RO, RS, RU, SC, 

TT, TZ, UA, 

BG, CH, CY, CZ, 



IE, IS, IT, LT, LU, LV, 

TR, BF, BJ, CF, CG, CI, 

TG, BW, GH, GM, KE, 

AM, AZ, BY, KG, KZ , 



EP 2117531 
R: AT, 
IE, 
SK, TR 
JP 2010515708 
US 20100093750 

MVf. 'R] TV API-'LM . | [■■] F 1 ■ 



Al 20091118 
BE, BG, CH, CY, CZ, 
IS, IT, LI, LT, 



APPLICATION NO. DATE 

WO 2008-EP50300 20080111 

Z, BA, BB, BG, BH, BR, BW, BY, 

E, DK, DM, DO, DZ, EC, EE, EG, 

N, HR, HU, ID, IL, IN, IS, JP, 



KE, 

LA, LC, LK, LR, LS, LT, LU, LY, MA, MD, 

MY, MZ, NA, NG, NI , NO, NZ, OM, PG, PH. 

SD, SE, SG, SK, SL, SM, SV, SY, TJ, TM, 

US, UZ, VC, VN, ZA, ZM, ZW 

DE, DK, EE, ES, FI, FR, GB, GR, HR, HU, 

MC , MT , NL , NO , PL , PT , RO, SE, 



CM , GA , GN , GQ , GW , ML , MR , NE , SN , TD , 



MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, 
RU, TJ, TM 

EP 2008-707865 20080111 
DE, DK, EE, ES, FI, FR, GB, GR, HR, HU, 
LV, MC, MT, NL, NO, PL, PT, RO, SE, SI, 



2010051 i 
20100415 



10 03 0111 
10 09 0 709 
20070112 
10 08 0111 



JP 1009-5 45 1:::?: 
US 1009-511604 
US 2007-884743P 
WO 2008-EP50300 
ABSTRACT : 

The invent ion discloses a method for treating solid cancers including non-small 
cell lung cancer , pancreatic, bladder, breast and ovarian cancer as well as 
advanced biliary tract cancers , comprising administering at least one 
ant ineop last ic agent such as a nucleot ide analog, for example gemcitabine, or 
an ant imitot ic such as docetaxel , in combination with a tyrosine kinase 
inhibitor selected from 2-aminoarylthiazoles (e.g. mas it in ib) and 



MSTR 1A Assembled 



> 

G24 



Ak — NH 
-N= C— NH— CH2 



L9 ANSWER 4 OF 32 MARPAT 
ACCESSION NUMBER: 147 
TITLE: Com; 



COPYRIGHT 2011 . 



ANSWER 4 OF 32 MARPAT COPYRIGHT 2011 ACS . 



If " ■MMKNT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 

WO 2007089548 
WO 2007089548 



Foldrx Pharmac 
PCT Int . Appl . 
CODEN: PIXXD2 
Patent 
English 



KIND DATE 



20070809 
20080612 



APPLICATION NO. 



WO 2007-US2102 



W: AE, AG, AL, AM, AT, AU, AZ , BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, 

KP, KR, KZ, LA, LC, LK, LR, LS, LT, LU, LV, LY, MA, MD, MG, MK, 

MN, MW, MX, MY, MZ , NA, NG, NI , NO, NZ , OM, PG, PH, PL, PT, RO, 

RS, RU, SC, SD, SE, SG, SK, SL, SM, SV, SY, TJ, TM, TN, TR, TT, 

TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW 

RW: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 

IS, IT, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR, BF, BJ, 

CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG, BW, GH, 

GM, KE, LS, MW, MZ , NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 

KG , KZ , MD , RU , T J , TM , AP , EA , EP , OA 



AU 2007210159 
CA 2640454 
EP 1976839 

R: AT, BE, 



BG, CH, CY, CZ, DE, DK, 



J 2007-210159 20070126 
i 2007-2640454 20070126 
' 2007-717027 20070126 
EE, ES, FI, FR, GB, GR, HU, IE, 



IS, IT, LI, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR, AL, 
BA, HR, MK, RS 



JP 2009525966 

BR 2007007304 

ZA 2008007318 

NO 2008003670 

CN 101410384 

US 20100004277 
PRIORITY APPLN. INFO. 



ABSTRACT : 



20090716 JP 2008-552417 

20110503 BR 2007-7304 

20100224 ZA 2008-7318 

20081027 NO 2008-3670 

20090415 CN 20 0 7-80010 994 20080926 

20100107 US 2009-162143 20090310 

US 2006-762955P 

US 2006-857940P 

WO 2007-US2102 



20 0 70126 
20070126 
20080825 
20 0?: 08 26 



20 06 0126 
20061109 
20 0 70126 



trafficking and 
red protein trafficking. 



sclosed are compns . and methods for modulating protei: 
eating or preventing disorders characterized by impai 
so disclosed are methods for identification of compds . that rescue protein 
afficking defects and methods of enhancing protein production Certain compds. 
at rescue cells from ct-synuclein toxicity also to restore growth of 

, where the yeast mutant cell line ypt Its contains an allele of 
s two point mutations with a recessive loss of protein trafficking 

the restrictive temps . In addition , doxorubicin, cycloheximide, 
novobiocin, aureobas idin , tunicamycin, and proteosome inhibitors 
ezomib, also restore growth of a ypt It s mutant . Thus, these 
oe used to treat or prevent a variety of disorders characterized by 
tein trafficking . Compds . ident if led in the ypt Its mutant rescue 
say can stabilize the AF508 CFTR protein, and thus are useful 
cy st ic fibrosis . Compds . were also identified that restore growth 
re-sensitive mutants of the SARI and SEC 2 3 genes. 



6 



871, 872, 874, 
Patent locat io 
Note: 
Note: 




877: opt. substd. by OMe 

additional subst it ut i 
i n pha t ma ceut really a 



m also claimed 
:ceptable der ivat i 



yptlts 
YPT1 t: 

such a 
compds 



MSTR 1 Assembled 
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ACCESSION NUMBER: 
TITLE : 



INVENTOR (S ) : 



MARPAT COPYRIGHT 2011 ACS on STN 
146:229352 MARPAT 

Substituted ben z imida :o ie compounds as dual nitric 
oxide synthase inhibitors and |i-opioid agonists , 
their preparation, pharmaceutical compositions, and 

Renton, Paul; Maddaford, Shawn; Rakhit, Suman ; 
Andrews , John 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



Neura: 
PCT I] 
COD EN 
Patent 
English 



KIND DATE 



Ca 



. Appl. 

PI XX D 2 



APPLICATION MO. 



070177; 
0701771 
: AE, 
CN, 
GE, 



AL, AM, 
CR, CU, 
GM, HR, 



20070215 
20070705 
AT, AU, 
CZ, DE, 
HU, ID, 



WO 2QQ6-IB3075 20060518 



KZ, LC, LK, LR, LS, LT, 



AZ, BA, 

DK, DM, 

IL, IN, 

LU, LV, 



BB, BG, BR, BW, 

DZ, EC, EE, EG, 

IS, JP, KE, KG, 

LY, MA, MD, MG, 



BY, BZ, 

ES, FI, 

KM, KN, 

MK, MM, 



CA, CH, 

GE, GD, 

KP, KR, 

MW, MX, 



MZ, NA, NG, NI, NO, NZ , OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, 
VN, ZA, ZM, ZW 



RW : AT , BE , BG , C H , C Y , C Z , 



IS, IT, LT, LU, 



CF, 
GM, 
KG, 

AU 20062776 
CA 2607219 
AR 54045 
EP 1888568 
R: AT, 
IS, 

US 20080214 
US 7919510 
JP 20085406 
PRIORITY APPLN. 



be:,, 

IT, 

613 



CI, CM, 
LS, MW, 
MD, RU, 



BG, CH, 
LI, LT, 



LV, MC, 
GA, GN, 
MZ, NA, 
TJ, TM, 

20070215 
20070215 
20070530 
20080220 
CY, CZ, 

LU, LV, 

20080904 
20110405 
20081120 



DE, DK, EE, ES, FI, FR, 
NL, PL, PT, RO, SE, SI, 
GQ, GW, ML, MR, NE, SN, 



GB, GR, HU, IE, 
SK, TR, EF, EJ, 



SD, SL, 
AP, EA, 



SZ, TZ, 
EP, OA 



UG , ZM, 



AU 2006-277684 
CA 2006-2607219 
AR 2006-102018 
EP 2006-809164 
DE, DK, EE, ES, FI, FR, 
MC, NL, PL, PT, RO, SE, 

US 2006-436393 



JP 2008-511824 

US 2005-682043P 

WO 2006-IB3075 
CAS REACT 146:229352 



TD, TG, 
ZW, AM, 

20060518 
20060518 
20 06051 :■ 
20 060513 
GB, GR, 
SI, SK, 
20 06051::: 

20060518 
20050518 
20060518 



BW, GH, 
AZ, BY, 



xy; R5 
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independently selected from H, F, Cl-6 alkyl, and Cl-6 alk 
R7C (=NH)NH (CH2)p, R7NHC (=NH)NH (CH2)p, or R7NHC ( = S ) NH (CH2 ) p 
R7 is (un) substituted Cl-6 alkyl, (un) substituted C6-10 aryl, (un) substituted 
Cl-4 alkyl-aryl, (un ) subst it ut ed C2-9 heterocy clyl , etc.; and R6 is H, 
R8C (=NH)NH (CH2)q, R8NHC ( =NH) NH (CH2 ) q, or R8NHC ( = S ) NH ( C H 2 ) q , where q is 0-2 and 
R8 is nitro, (un) subst it uted Cl-6 alkyl, (un ) subst it uted C6-10 aryl, 
(un) substituted Cl-4 alkyl-aryl, (un ) subst it uted aroyl, etc.; wherein one, but 
not both, of R5 and R6 are H; including pharmaceut ically acceptable salts or 
prodrugs thereof. The invention also relates to the prepn . of I, 

pharmaceutical compns . comprising a compd. I and a pharmaceut ically acceptable 
excipient, as well to the use of the compns . for the treatment or prevention of 
chronic pain, acute pain, migraine, and neuropathic pain. Substitution of 
chloro-2, 4-dinitrobenzene with N,N-diethylethy lenediamine followed by redn . and 
amidation with 4-ethoxyphenylacetic acid gave amide II , which underwent 
intramol . heterocy clizat ion, hydrogenation , and coupling with Me 
thiophene-2- carco;: ir - . i~ ;:;z h ice. ze hydr iodide to give benz imidazole III. The 
corapds . of the invention have dual activity as NOS inhibitors and ^-opioid 
~ i s zz z e,s e;: er'.r: 1 i z ie ~ by "orr;pd . Ill, which egresses IC50 values of 0.44 
|iM and 4.7 |iM towards human neuronal NOS and human endothelial NOS, 
resp., and IC50 value of 13 nM for binding and EC50 of 0.34 \iM for function 
of |i-opioid receptors. 



MSTR 1 Assembled 




Gl 6 NH C~ 



808: alkylene Containing 1-2 C> 

G4 = alkoxy Containing 1-6 C> (opt . substd. ) 

G16 = thiazolyl 

Patent locat ion : claim 1 

Note : or pharmaceut ically acceptable salts or p. 

Note : substitution is restricted 

Note : additional subst itut ion also claimed 

Note : additional oxo subst itut ion also claimed 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 
ABSTRACT : 

The invent ion relates to benz imidazole compds . of formula I , which express dua 1 

nitric oxide synthase (NOS ) inhibitory act ivity and agonist activity at the 

\x- opioid receptor . In compds . I , Rl is (un ) subst it uted Cl-6 alkyl, 

(un) substituted Cl-4 alkyl-aryl, or (un) substituted Cl-4 alkyl-heter ocyclyl; R2 

is selected from H, halo, (un) substituted Cl-6 alkyl, (un) substituted C6-10 

aryl, (un) substituted Cl-4 alkyl-aryl, (un) substituted C2-9 bridged 

heterocy clyl, (un) substituted Cl-4 alkyl -bridged heter ocyclyl, (un ) subst it uted 

C2-9 heterocyclyl, and (un) substituted Cl-4 alkyl-heterocyclyl; R3 and R4 are 
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Ar2-L2 — A r l-L3— (Ar^H 



ABSTRACT : 

Title compds .1 [A = car boxy, car boxy bioisostere; Al = H, Me; Arl = 
(un) substituted heteroaryl in which the groups OCHAA1 and L2 are linked to 
adjacent ring atoms ; Ar2 -3 = heteroaryl; n = 0-1; L2-3 = divalent radical 
(Alkl)m-Zq-(Alk2)p; m, q, p = 0-1; Alkl-2 = alkylene which may be heteroatom 
substituted, etc.; Z = O, S, CO S02, etc.; with some provisions] are prepare 
For instance, 4-bromo-2- ( ( 1 -phenyl -lH-pyrazole -4 -yl) car bony 1 ) phenoxyacet ic a 
(II) is prepared in 2 steps from (5-br omo-2-hydr oxypheny 1) (1-phenyl-lH-pyraz 
yDmethanone and Et bromoacetate . II has an IC50 < 0.5 \M for the CRTH2 
receptor . I are useful for the treatment of disease respons ive to modulat io 
of CRTH2 receptor activity, such as asthma, rhinitis , allergic airway syndro 
and allergic rhinobronchitis . 
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G17 = thiazolyl 
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Note: 

Note: 
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substitution is restricted 
additional heteroatom interruptic 
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CONR, NRCO, O, S, SO, S02, S02NR, NRS02, CS, CSNR, NRCS, etc . ; Rql = H, 
Cl-4-alkyl, CO- (Cl-4-alkyl) , S02- (Cl-4-alkyl) , C02- (Cl-4-alkyl) , et c . ] , 
enantiomer s, diastereomers and/or tautomer ic forms as well as pharmacei 
acceptable salts thereof . Thus, N- ( 2-methoxybenxyl) -N ' - ( 1 1 , 3-thiazol-; 
ly)guanidine (II) was prepd. from 2-aminothiazole via reaction with 
thio car bony ldi imidazole in MeCN, ammonolysis with NH40Ac in EtOH, N-me1 
in MeOH and amidation with 2-MeOC6H4CH2NH2 in EtOH. Further the presei 
concerns the use of guanidine corapds . as ligands for 5HT receptors for 
treatment of diseases, which are modulated by a 5HT receptor activity, 
particular for the treatment of neurodegenerative and neur opsy chiatr ic 
disturbances as well as the signs, symptoms and ma If unct ions which are 
connected with it. The pharmacol. activity off II was detd. [Ki = 50 i 



MSTR 1 Assembled 



hylation 
t compd . 



KIND DATE 



APPLICATION UO. 



DE 102004008141 
WO 2005082871 
WO 2005082871 

W: AE, AG, 
CN, CO, 
GE , GH , 
LK, LR, 
NO, NZ, 
SY, 
RW: BW, 
AZ, 



EP 1716127 

R: AT, BE, i 
IE, SI, : 
JP 2007523113 
JP 4658073 
MX 2006009434 
US 20070299074 
PRIORITY APPLN. INFO. 

GRAPHIC IMAGE: 



20051110 

AU, AZ, 



DE 2004-10200400814120040219 
WO 2005-EP1521 20050215 

BG, BR, BW, BY, BZ, CA, 

EC, EE, EG, ES, FI , GB, GD, 

JP , KE , KG , KP , KR, KZ , LC , 

MK, MN, MW, MX, MZ, NA, 



SC, SD, SE, SG, SK, SL, 



US, UZ, VC, VN, YU, ZA, ZM, 

SL, SZ, TZ, UG, ZM, ZW, AM, 

RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, 

BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
TG 

20061102 EP 2005-707406 20050215 

DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

RO, CY, TR, BG, CZ, EE, HU, PL, SK, HR, IS 



20070816 

20110323 
20070321 
20071227 



JP 2006-553516 20050215 

MX 2006-9434 20060818 
US 2007-590265 20070614 
DE 2004-10200400814120040219 
WO 2005-EP1521 20050215 



31 ,N. 



6 79 

1 681^^,678 

-G4— CH2 676 

675 



675, 676, 678, 679, 681: opt - 



G4 



Patent locat ion : 

Note: 

Note: 

Note: 

Stereochemistry : 



d. by OH 

and pharmaceut ically acceptable salt s and taut or 
substitution is restricted 
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ABSTRACT : 

The present invention concerns guanidine compds . , e.g., I [Rl, R2, R3 = H, OH, 
CN, (un) substituted Cl-6-alkyl, Cl-4-alkoxy, C2-6-alkeny 1, C3-12-alkynyl, 
CO- ( CI -6 -a Iky 1) , C02- (Cl-6-alkyl) , etc.; R4, R5 = H, halogen, CN, CF3, CRT 2, 
Cl-10-alkyl, Ph, naphthyl, heteroaryl, etc.; R4R5 = (un) substituted 4- to 
7-membered ring, optionally containing addnl . O, S, N; Q = Ql, Q2, Q3, Q4, Q5, Q6; 
W = Wl, W2; Z = (CRzlRz2)a (V) b (CRz 3Rz4 ) c; A, D = N02, NH2, OH, CN, CF3, OCF3, 
CHF2, OCHF2, C02H, OCH2C02H, halogen, SH, etc.; B = H, A; R' = H, OH, halogen, 
N02, NH2, CN, CF3, CHF2, OCF3, OCHF2 , (un) substituted Cl-6-alkyl, 
C3-7-cycloaalkyl, (Cl-6-alkene) -O- (Cl-6-alkyl) , C2-6-alkenyl, C3-1 2-alkyny 1, 
CO- ( CI -6 -a Iky 1) , C02- (Cl-6-alkyl) , S02- (Cl-6-alkyl) , etc.; a = 0 - 4; b = 0, 1; 
c = 0 - 4; Rzl, Rz2, Rz3, Rz4 = H, halogen, OH, etc.; E = O, NRql , S; V = CO, 
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The invent ion relates to a group of diazabicyclic 
enant iomer s, N-oxides, prodrugs, and pharmaceut ica 
are cholinergic ligands at the nicotinic acetylcho 



nued) 
includi: 



monocyclic heterocycle, amino, (thio) car bony lamino, imidamido, ureido, 
thioureido, or guanidino; and L is a bond, CH2, CH2CH2, CH=CH, C.tplbond.C, O, 
S, SCH2, etc . The invention also relates to the prepn . of I , pharmaceut ical 
compns . contg. I or a pharmaceut ically acceptable salt of I, together with at 
least one pharmaceut ically acceptable carr ier or diluent , as well as to the use 
of the compns . for the treatment of diseases and disorders assocd. with 
nicotinic acetylcholine receptors . 3-Quinuclidinone hydrochloride was 
condensed with hydroxy lamine and ring expans ion followed by redn . with LiAlH4 
resulted in the formation of 1, 4 -diazabicy clo [ 3 . 2 . 2 ] nonane (II). II was 
acylated with 5- (4-nitrophenyl) -2-furoyl chloride (prepn . in situ from the 
corresponding acid is given) to give III . Palladium-catalyzed hydrogenation of 
III followed by addn . to Et isocyanate gave diazabicyclic der iv . IV . Compd . I\ 
expressed IC50 value of 0 . 56 nM in a study on the inhibition of 
[ 3H] -a-bungaro toxin in rat brain, representing the a7-subtype of 
nicotinic receptors . 
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ABSTRACT : 

The invention relates to salts and solvates ■ 
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benzoy lamino ) -2R-hydroxypr op ionic acid ( I ) . 
THF and treated with N, N ' -dibenzylethy lenedi; 
showed improved stability . 



f gluca. 
Thus, I 
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R51 = H; or R5 and R51 together represent an addnl . bond 
nitro, Cl-4 alkyl, CF3, Cl-4 alkoxy; R7 = (un) substitute, 
heterocyclylamino, 1-heterocycly 1-1- (imino) methyl, etc. ] 



ceof, 



salts are prepd. These compds . I are useful for producing pharmaceutical 
compns . for treating respiratory disorders and/or dermatoses . Also disclosed 
is a method for treating an illness treatable by administration of a PDE4 
inhibitor in a patient comprising administering to said patient in need thereof 
a therapeutically effect ive amt . of a compd . of formula I , in part icular airway 
disorders. N'-[l- [4-[ (4aR, lObR) -8 , 9 -Dimethoxy-l , 2 , 3 , 4 , 4a, 10b- 

hexahydrophenanthr idin -6 -yl] phenyl ] met hanoyl] -N, N-diethy lguanidine . Thus, 4 . 9 
g 1, 1-diethylguanidinium sulfate was suspended in 120 mL MeCN, treated with 720 
mg NaOH in 25 mL MeOH, and stirred at room temp, for 1 h. The solvent was 
evapd. and the residue was suspended in 200 mL CH2C12, treated with 5.2 g 
Na2C03 and then dropwise with a so In. of 4.2 g 

4- [ (4aR, 10 bR) -8, 9-dimethoxy-l, 2, 3, 4, 4a, 1 Ob-hexahydrophenanthr idin- 6 -yl ] benzoyl 
chloride hydrochloride in 200 mL CH2C12 dropwise, and stirred at room temp . for 
15 h to give, after workup and silica gel chroma tog . , 

N'-[l- [4-[ (4aR,10bR) -3 , 9 -Dimethoxy-1 , 2 , 3 , 4 , 4a, 10b-hexahydrophenanthridin-6- 
y 1 ] pheny 1 ] methanoy l]-N,N-diethylguanidine (II) . 12 Compds . I including II 
showed -logIC5 0 (mol/L) of >8 against phosphodiesterase 4 . 



MSTR 1 Assembled 





G12 = 1151 
G24— NH 1151 



G23 
G24 



= Ph (opt. substd. by (1-2) G25) 
= alkyl <containing 1-4 C> 

(substd. by 1 or more G23) / 19 



1-4 C> 




substitution is restricted 
or salts , N-oxides , or taut, 
or enantiomers or E/Z isome: 



ABSTRACT : 

The title compds. [I; Rl , R2 = HO, Cl-4 alkoxy, C3-7 cycloalkoxy, C3-7 
cy cloalkylmethoxy or completely or predominantly fluorine-substituted Cl-4 
alkoxy ; or Rl and R2 together are a CI -2 alkylenedioxy group; R3 , R31 = H, Cl-4 
alkyl; or R3 and R31 together are a Cl-4 alkylene group; R4 = H, Cl-4 alkyl and 
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alkyl, cycloalkyl, cycloalkylmethyl, cyano , hy dr o>: j 
R8R9N = (substituted) piperazinyl, azocanyl, azonai 
tetrahydroisoguinolinyl, etc.; RIO, Rll = fl, alkyl, 
cycloalkylmethyl, hycLroxyalkyl, alkoxyalkyl, etc . ; 



STN (Continued) 
alkyl, alkoxyalkyl, etc. 

cycloalkyl , 
R10R11N = 



2, 6— dime: h '_ "Irr.orr; ho li~ - - , ciirr.e ~ hylp iper idin-l-yl , lH-l,2,4-triazol 

etc. ; R12R13N = (substituted) piperazin-l-yl , azocan-l-yl, azonan-l-yl, 
azecan-1 -y 1, t et r hy ~r oi soqu inolin-2 -y 1, 3 , 5 -dimet hy lpyr azol-1 -y 1, 
4-benzylpiper idin-l-yl, 1H-1, 2, 4 -tr iazol-1 -y 1, etc . ] , were prepd . Thus, 
1- [l-[4- (4aR,10bS) -9-ethoxy-8-methoxy-2-methyl-l , 2 , 3 , 4 , 4a, 10b- 
:". e h y ~r cber. :o ~ ~. ' 1 , - 7 . n?.pj:::.yi" idi:: - -. r -y lo heny 1 '_ r.e~ hanoy 1] -2 -met hy lisothio 
(prepn . given), hexame t hy ieneirnine , and Et 3N wer e stirred at 80° for 4 
days to give N— ( 1— aminoazo can- 1-y line thy lene) -4 - [ ( 4aR, 1 ObS) -9 -ethoxy-8-me 
methyl -1 , I , :,-,-=■=, 1 Z ; ~r ober.:o [c'_ [1,6] naphthyr idin-6-yl] ben z amide . 

inhibited PDE3 with -log IC50 = 6.3-8.3. 



PATENT NO. 

WO 2004018465 
WO 2004018465 
WO 2004018465 



KIND DATE 



APPLICATION MO. 



DK, 
SI, 



20040527 
20050915 



AU, BA, BR, 
LT, LV, MA, 



CA, CN, 
MK, MX, 



BY, KG, KZ, MD, RU, 
ES, FI, FR, GB, GR, 



TR 



CA 2495603 
AU 2003263216 
EP 1581533 

R: AT, BE, CH, 
IE, SI, 
JP 2005537313 
HR 2005000227 
PRIORITY APPLN. INFO 

•: ;RAPH I' ■ [MACIE: 



Al 



20040304 



20040311 
20051005 
DE, DK, ES, FR, 
LT, LV, FI, RO, MK, 

20051208 
20060630 



WO 200?-EF:?^6 



CO, DZ, EC, GE, HR, ID, IL, IN, IS, 
NO, NZ, PH, PL, SG, TN, UA, US, VN, 



CA 2003-2495603 20030813 
AU 2003-263216 20030813 
EP 2003-792314 20030813 
GB, GR, IT, LI, LU, NL, SE, MC, 
CY, AL, TR, BG, CZ, EE, HU, SK 
JP 2004-530142 20030813 
HR 2005-227 20050309 
EP 2002-18529 20020317 
WO 2003-EP8996 20030813 
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G24— NH 1170 



198 / 460 



G29 = (1-2) CH2 
Patent locat ion : 
Note: 
Note: 

Stereochemistry : 



substitution is restricted 

or salts , N-oxides , or tautomer 

or enant iomer s or E/ Z isomer s 



REFERENCE COUNT: 



ABSTRACT : 

Title compds . [I; Rl = alkyl; R2 , R3 = OH, alkoxy, cycloalkoxy, 
cycloalkylmethoxy, ( f luoro ) alkoxy ; R2R3 = alkylenedioxy; R4 = H, halo, N02, 
alkyl, CF3, alkoxy; R5 = NR6C ( :NR7 ) NR8R9 , N : C (NR10R1 1 ) NR13R1 2, etc.; R6-R9 = H, 
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PATENT NO. 
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CO, CR, CU, CZ, DE, DK, DM, 
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PL, PT, RO, RU, SC, SD, SE, 

UA, UG, UZ, VC, VN, YU, ZA, 

RW: GH, GM, KE, LS, MW, MZ , SD, 
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FI, FR, GB, GR, IE, IT, LU, 

CF, CG, CI, CM, GA, GN, GQ, 

AU 2002351730 Al 20030630 
PRIORITY APPLN. IMF'J . : 



■: : I ■ III [C IMAGE: 



WO 20 
BA, BB, 
DZ, EC, 
JP, KE, 
MK , MM, 
SG, SK, 
ZM, ZW 
SL, SZ, 
BE, BG, 
MC, NL, 
GW, ML, 
AU 20 
DK 20 
WO 20 



BG, BR, BY, 



CA, CH, CN, 



EE, ES, FI, GB, GD, GE, GH, 

KG, KP, KR, KZ, LC, LK, LR, 

MW, MX, MZ, NO, NZ, CM, PH, 

SL, TJ, TM, TN, TR, TT, TZ, 

TZ, UG, ZM, ZW, AM, AZ, BY, 
CH, CY, CZ, DE, DK, EE, ES, 
PT, SE, SI, SK, TR, BF, BJ, 
MR, NE, SN, TD, TG 

02-351730 20021212 

01- 1917 20011219 

02- DK847 20021212 



X I 
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CF3S, N02, alkyl, alkoxy, OH, alkylthio, alkylsulf onyl , 
H or alkyl; R4 = H, F, or (CH2)pOR5; R6 and R7 = independently H or alkyl; R8 
and R9 = independently H, halo, CF3, alkyl, or alkoxy; R10 = H, halo, CF3, 
CF30, CN, CF3S, N02, alkyl, MeS, cycloalkyl, or (un) substituted Ph; Rll and R12 
= independently H or alkyl; R15 = H, CN, CF3, or (un) substituted alkyl; m = 
0-1; n = 0-3; and m + n > 0; p = 0-1; q = 0-3; and diaster eomer s , enantiomers, 
tautomers thereof] , which antagonize the action of the glucagon hormone on the 
glucagon receptor (no data ) . Synthetic methods for the prepn . of I and 
descr ipt ions of glucagon binding assays are provided (no data) . I and compns . 
comprising I may be suitable for the treatment of diseases and disorders for 
which glucagon antagonistic action is beneficial, such as hyperglycemia, type 1 
diabetes, type 2 diabetes, disorders of the lipid metab. and obesity (no data) . 



MSTR 1 Assembled 




G6 = OCF3 

Patent locat ion : 
Note : 

Stereochemistry : 
REFERENCE COUNT: 



or tautomeric forms , or ph 
salts 

or diaster eomer s or enant i 



ABSTRACT : 

The invention relates to title compds. I [wherein A = (CH2 ) n (CHR4) mC02H or 
(CH2)n-tetrazol-5-yl; B = G1-G3; D = (un ) subst it ut ed Ph, benzyl, 

1, 4-benzodioxany 1, 1, 3 -ben zodio:-:anyl , isoindolyl, or benzothiazolyl; X = NCN, 
NCH2R15, CHN02, or CHR15; Rl and R2 = independently H, halo, CF3, CF30, CN, 
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PATENT NO. 
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WO 2003050261 A2 
WO 2003050261 A3 
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CU, CZ, 
HU, ID, 



LS, LT, LU, LV, 

PL, PT, RO, RU, 

UA, UG, US, UZ, 

RW: GH, GM, KE, LS, 



20030619 
20040226 
AT, AU, AZ, 
DE, DK, DM, 
IL, IN, IS, 
MA, MD, MG, 
SC, SD, SE, 
VC, VN, YU, 
MW, MZ, SD, 
TJ, TM, AT, 



WO 2002-US39478 20021210 

BG, BR, BY, BZ, CA, CH, 

EE, ES, FI, GB, GD, GE, 

KG, KP, KR, KZ, LC, LK, LR, 

MW, MX, MZ, NO, NZ, OM, PH 

SL, TJ, TM, TN, TR, TT, TZ 



KG, KZ, MD, 
FI, FR, GB, GR, IE, IT, LU, 



BG, 



ZW 

TZ, UG, ZM, ZW, AM, AZ, 
CH, CY, CZ, DE, DK, EE, ES, 



CF, CG, 

AU 2002357137 
US 20040039033 
US 6916813 
EP 1450901 



, GA, GN, GQ, 

20030623 
20040226 
20050712 
20 0 4 09 0 .1 



PT, SE, SI, SK, TR, 
MR, NE, SN, TD, TG 

AU 2002-357137 20021210 
US 2002-315818 20021210 

EP 2002-804765 20021210 



AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 



IE, SI, LT, LV, FI, RO, MK, CY, 



IT. I> ■(■■. I TV AI'IT.M . I Nf. 



•: : I ■ III LC IMAGE: 



TR, BG, CZ, EE, SK 

US 2001-339108P 20011210 
WO 2002-US39473 20021210 
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heterocyclic] were prepd . and are useful for modulating mitochondrial FIFO 
ATPase activity and treating ischemic conditions including myocardial 
infarction, congestive heart failure , and cardiac arrhythmias . Thus , 
2,5-(F3C)2C6H3COCl was treated with MeMgBr to give 2 , 5 - ( F3C) 2C6H3COMe, which 
was brominated to give 2, 5 - ( F3C) 2C6H3COCH2Br . This compd. was treated with 
imidazole, reduced to the ale . , converted to the amine , and treated with 
2, 4-C12C6H3NHCONHCN to give the guanidine I. 




1715 

1721^^/ 1718 
1719 



1715, 1716, 1718, 1719, 1721: opt. substd. by 1 or more OCF3 
Gl = thiazolyl 

G36 = (1-4) CH2 

Conditional variable data: IF Gl = CN THEN NOT G10 = 2-pyridyl 

Patent location: claim 1 

Note : additional substitution also claimed 

Note : or pharmaceutically acceptable salts , hydrate 

prodrugs 



REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




ABSTRACT : 

ZCH2CHRNHC ( : NR1 ) NR2R3 [Z = heteroaryl; R = (un ) subst ituted Ph; Rl = CN, 
sulfonyl, acyl, heteroaryl; R2 = H, (un) substituted alkyl; R3 = H, 
(un) substituted alkyl, alkylthio, aminos Iky 1, csrbsmoyl, sryl, srslkyl, 
heterocyclic, heterocyclylslkyl, cycloslkyl, cycloslky Is Iky 1 ; NR2R3 = 
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CO, CR, CU, CZ, DE, DK, DM, DZ, 

GM, HR, HU, ID, IL, IN, IS, JP, 

LS, LT, LU, LV, MA, MD, MG, MK, 

PT, RO, RU, SD, SE, SG, SI, SK, 

US, UZ, VN, YU, ZA, ZW 

RW: GH, GM, KE, LS, MW, MZ , SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 



DE, DK, ES, FI, FR, GB, GR, IE, 
BJ, CF, CG, CI, CM, GA, GN, GQ, 



CA 2417507 
AU 2001080229 
KR 2002039226 
EP 1303483 
EP 1303483 



20 02 0 5 2 5 
20030423 
20080423 



CA 20 
AU 20 
KR 20 



H-2 4175 0 
H-8 0229 
H-50092 



EP 2001-953G02 



, PT, SE, TR, BF, 
, SN, TD, TG 

20010820 

20010820 

20010820 

20 010220 



R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 



IE, SI, 

JP 2004506713 

NZ 523882 

AU 2001280229 

AT 393141 

CN 100439332 

US 20030153596 

IN 2003DN00163 

IN 230823 

MX 2003001535 

KR 2004044431 

KR 2004048393 

KR 2005090356 

KR 2005090357 

US 20080064687 
PRIORITY APPLN. INFO. 
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ABSTRACT : 

The title compds . R2YC(:X)NHR1 [X = S, O, NCN; Y = a bond, NR3 , O, S; Rl = 
(un) substituted benzyl, phenethyl; , pyr idiny lmethy 1, pyr roly lmethy 1, etc . ; R2 = 
(CH2)nR8 (wherein n = 0-4; R8 = COPh, imidazolyl, indolyl, etc.)], useful as 
modulators for vanilloid receptor (VR) , were prepared E.g., a 4 -step synthesis 
of I which showed antagonistic potency 10 times higher than capsazepine in 
patchclamp test for vanilloid receptor , was given . As diseases associated with 
the activity of vanilloid receptor, pain acute pain, chronic pain, neuropathic 
pain, post -operative pain, migraine, arthralgia, neuropathies, nerve injury, 

: ! ~.<. ■ , < ■ : • :-. :• < r.< < • ■ . : ■. , ; t k i n d i > t rft ■ t , :■; I i <>]'.<.- , 1 1 i i n. i i y 

bladder hyper sensit iveness , irritable bowel syndrome, a respiratory disorder 
such as asthma or chronic obstructive pulmonary disease, irr it at ion of skin, 
eye or mucou 5 membrane , f erves cenci , stoma duodenal ulcer , inflammatory bowel 
disease and inflammatory diseases can be enumerated. The present invention 
provides a pharmaceutical composition for prevention or treatment of these diseaS' 



MSTR 1 Assembled 



59k U356 



NC— N G8 

II I 



356, 357, 359, 360, 362: opt. 

G4 = (1-4) CH2 

G10 = thiazolyl / 105 



substd. by (1-2) OH 



Patent locati 
Note: 



REFERENCE COUNT: 



or pharmaceutically , 



cceptable salts 
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ABSTRACT : 

Biphenylyl compds . R102CCHR2 -U-V-A-B-W-NR3 -C -R4 [Rl = H, 
cy cloalkyl , ar yl , or ( un } saturated heter ocycly 1; R2 = H, 
cy cloalkyl , ar yl , or (un ) saturated heter ocycly 1, alkenyl , 
-NR2'C02R2', -NR2'COR2', -NR2 ' CONR2 ' 2 , -NR2 ' CSNR2 ' 2 (R2 ' 



(un ) subst ituted alkyl, 
(un) substituted alkyl, 
alkynyl, -NR2'S02R2' ' 
has same definition as 



Rl 



nd R2 • 



def initi 



2, 4- 



(un) s 



2, 5 



ibst i t 
id B = 



alky Le 



(un.) z 



'9 ' 



ibs- 



s Rl 
V = 
ed 1, 



except it is not H) ; 
(un) substituted alkyl 
3- or 1,4-bridging ph. 



rryle 



group, 



is a direct bond, CMe ( :X-R5) -Y-N (R6) - 
or cycloalkyl, N02 , acyl, carboxylic or ca 
R3, Y, R4 or R6 , if present; R6 is H, (un) 
n) saturated heter ocycly 1, an alkyld 



4 -di 



of R3 
CHN02, CHCN, 
alkyne group ) 
(un) substituted alkyl 
alkylamine or alkylam. 
or R6, if present 



1 is a direct 
NR2 ' CO- or 
e group or a 
of which may have sutas 1 i_ v.er.i s ; 2 
absent, H, (un) substituted alkyl 
o x y 1 a t e gr o up or is connected t o 
bstituted a 1 k y 1 , c y c lo a 1 k y 1 , a r y 1 , 

alkylamide residue, or is connected 
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G19 G29 
1284 ' ' 

GJ. Gd CH2 — N— C— N~ Gl 9 



(Continued) 



283!^^^ 127 




Stereochemistry : 
REFERENCE COUNT: 



and physiologically accept 

additional ring format ion 
claimed 

and stereoisomers 



ubstitutio: 



ntagonists. For example, (2R,S)-3-[ 
-[2,4, 6-trimethylbenzenesulfonylamir 
e sin-bound (2R, S) -3- ( 4-br omopheny 1) - 
luoreny lmethoxy car bony 1 amino) propa: 



R5 , if present , to form a heterocyclic ring system ; 
is a direct bond or (un) substituted alkylene or 
-l,2-cyclobutenediyl-NR6-; R3, R4 = H, 
cycloalkyl, aryl, or (un) saturated heterocyclyl, an 
de residue, or is connected to one of R4 (or R3) , Y, R5 
form a heterocyclic ring system] were prepared as integr in 



- (pyr idin-3-ylmethylur eido) bipheny 1-4-yl] - 
] propanoic acid, prepared by react ions of 
-(9- 

c acid with sulf onylat ing, bor onic acid. 



nd amine reagents (mesity lenesulf 1 
nd 2-aminomethylpyridine) , showed 
.vp3 receptor and IC50 = 480 nM in 
est . Thus, the invention compds . 
ngiogenes is and/or for therapy 



such as osteopo 
ophthalmic diso 



ders (: 



arteriosclero 
data) . 



yl chlori' 
IC5 0 = 5 n] 
the smooth 

d prophylax. 

reste: 



cell migration 
e inhibition of 
ancer , osteolytic diseases 
rheumatoid arthr it is , and 
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349, 350, 352, 353, 355: opt. substd. by (1-3) G20 
G3 = alkylene <containing 1-2 C> 

G5 = 107 



G20 = alkoxy <containing 1-4 C> 

(opt. substd. by 1 or more G2 1 ) 
G22 = benzothiazolyl 

G32 = 135-348 136-129 / 138-348 137-129 



Patent locat ion : 
Note : 
Note : 

REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




ABSTRACT : 

Synthesis of hydro :-:y-3.~;i ri.i~.es , e.~. Z 5~~ relates -;:;rr.p~s. are ~is-lcse~ v.-j-ic" 
are suitable as ant ibacter ial agents by their inhibition of RNA polymerase . 
Ant ibacter ial activity against S . aureus and E . coli are given . 
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ABSTRACT : 

The title compds . [I; V = C02R2, CONR2R3, CONR20R3, etc. (wherein R2 , R3 = H, 
alkyl); A= (CH2 ) n (CR8R9 ) bNR7, (CR8R9 ) b ( CH2 ) nNR7 , (CR8R9 ) b (CH2 ) n , etc. (b= 
0-1; n = 0-3; R7 = H, alkyl, ( cycloalkyl ) alkyl ; R8 , R9 = H, alkyl); Y = CO, 
S02, O, a bond; Z = (un) substituted phenylene, divalent radical derived from 
5-6 member ed heteroarom. ring containing 1-2 heter oat orris selected from N, O an 
or AYZ together = II; Rl = H, alkyl; X = CO ( CR13R1 4 ) r ( CH2 ) s , 

S02(CR13R14)r(CH2)s, C02 (CR13R14 ) r (CH2 ) s , etc. (r = 0-1; s = 0-3; R13, R14 = H 
alkyl); D = (un) substituted Ph, pyridyl, cyclopropyl, etc.; E = (un) substitute 
qu inol iny 1 , 2 , 5-dioxopiper idinyl , biphenylalky 1, etc . ] which act to antagoni ze 
the action of the glucagon hormone on the glucagon receptor (data given) , and 
therefore may be suitable for the treatment and/ or prevent ion of any 
glucagon -mediated conditions and diseases such as hyperglycemia, Type 1 
diabetes. Type 2 diabetes and obesity, were prepared and formulated 



multi-step solid phase synthesis of III was given . 
0.05-10 mg/kg/day. 



MSTR 1A Assembled 



HN G33 

1229 

. NH— C— N — CH— Gl 4— O" Ak Gl 

G16 



Compds 



E.g., a 
re effective at 




1229: alkylene <containing 1 or more C> 

G14 = phenylene (opt. substd. by (1-2) G15) 
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ABSTRACT : 

Biphenylyl compds. R102CCHR2 -U-V-A-B-W-NR3 -C-R4 [Rl = H, 
cycloalkyl, aryl, or (un ) saturated heter ocyclyl; R2 = H, 
cycloalkyl, aryl, or (un) saturated heter ocyclyl, alkenyl, 
-NR2 'C02R2 ' , -NR2 ' COR2 ' , -NR2 ' CONR2 '2, —MR 2 ' CSMR2 '2 (R2 ' 



19991213 
19991213 
19991213 

19991213 
19991213 
1999121? 
19991213 
19991213 
19991213 
20010530 
20010601 
20010607 
20010615 
20010615 
20010716 
19981216 
19991213 

an) substituted alkyl, 
an) substituted alkyl, 
alkynyl, -NR2 ' S02R2 ' ' 
as same definition as 



Rl and R2 ' ' has same definition as Rl except it is not H) ; I 
bond or (un) substituted alkylene; V = (un) substituted alky If 
NR2'S02-; A and B = (un) substituted 1,3- or 1,4-bridging phi 
2, -- or 2, : -or i~ thienylene crroup, each of which may have 

is a direct bond, CMe ( :X-R5 ) -Y-N (R6 ) - (R5 is absent, H, (un) s 
or cycloalkyl, N02 , acyl, carboxylic or carboxylate group or 
R3, Y, R4 or R6, if present; R6 is H, (un) substituted alkyl, cycloalkyl, aryl, 
or (un) saturated heterocycly 1, an alkylamine or alkylamide residue, or is connected 
to one of R3 , R4 , Y, or R5 , if present , to form a heterocyclic ring system; X = 



or W is a direct 
ne, -NR2 'CO- or 
nylene group or a 
e substituents ; C 
uted alkyl 



10/590,265 09/19/2011 



Page 4 



L9 ANSWER 18 OF 32 MARPAT COPYRIGHT 2011 ACS on STN (Continued) 
CHN02, CHCN, O, N or S; Y is a direct bond or (un) substituted alkylene 
alkyne group) or 3 , 4 -dioxo-1 , 2 -cyclobutenediyl-NR6 -; R3 , R4 = H, 

(un) substituted alky 1, eye loalky 1 , ar y 1, or ■ un satd . heterocyclyl, an 
alky lamine or alky lamide residue, or is connected to one of R4 (or R3) , 
or R6 , if present, to form a heterocyclic ring system] were prepd. as i 
antagonists . Thus , (2R, S) -3- [ 3- (pyr idin-3 -y lmethy lureido) biphenyl-4-yl 

[2,4,6 -t rime thy lbenzenesulfony lami '_ -c r ope. ~.a ic acid, prepd . by reaction 
resin-bound (2R, S) -3- ( 4-br omopheny 1) -2- ( 9- 

f luoreny lmet hoxy carbonyl amino) propanoic ac id wit h su if on y la~ in ~, ocr cn i 
and amine reagents (mesity lenesulf onyl chloride, 3-nitrobenzenebor onic 
and 2-aminomethy lpyr idine) , showed IC5 0 = 5 nM for binding to the 
(tvp3 receptor and IC50 = 480 nM in the smooth muscle cell migration 
test . 



MSTR 1 Assembled 



Y, R5 
tegrin 
]-2- 



G19 G29 

, 1 24 1294 

2G1-G3 G13 ^r-^ ^ CH2 _ W _ C _ N _ G19 





Derivative : 
Patent location! 
Note : 
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and physiologically acceptable salts 
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ABSTRACT ! 

The title compds. I [W = CH, CR3, CH2, CO, N, etc.; one of X, Y, and Z is N or 
NR5 while the other two are CH, CR4, CH2, CO, CHR4; Q = CH, CR3, CH2, CO, CHR3, 
N, NR5, O; B = C(A)NR1R2, NR2'C(A)R1, NR2 * C ( A) NR1R2 and A = O, N, S] , antiviral 
agents , were prepared E.g., N- ( 2-methylbenzyl ) -2- [1,6] naphthyr idine car boxamide 
was prepared Among the antiviral activities were those determined with HSV-1, 
HSV-2, 
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367, 368, 370, 371, 373: opt. substd. by 1 
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ABSTRACT : 

Title compds. [I; X, XI, X2 , X3 = H, alkyl, fluoroalkyl, C3-7 cycloalkyl, 
cyano, COR1, C02R1, CONR1R2, C(NR1)NR1R2, C(NCN)NR1R2, C(NCN)SR3, N02, 
NR1S02R3, NR1COR1, NR1R2, NR1 ( C : NR1 ) NR1R2 , NR1C ( O) NR1R2 , NR1COR1 , NR1COOR3 , 
NR1C (NCN) SR3, NR1C (NCN ) NR1 R2 , NR1COCONR1R2 , NR1COCOR2, CI, Br, iodo, F, OR1, 
0(CH2) qOR3, OCH2CH20H, OC (O) Rl, O ( CH2 ) qCONRlR2 , 0(CH2) qCORl, SRI , S02NR1R2 , 
S(0)mR3; m, n = 0-2; q = 1, 2; Rl = H, alkyl, CF3, CH2CF3; NR1R2 = 5-7 membered 
(heterocyclic) ring; R2 = H, alkyl, CF3, CH2CF3; R3 = alkyl, CF3 , CH2CF3; X4 = 
H, alkyl, C3-7 cycloalkyl, COAr , alkoxycar bony 1, C02Ar ; Ar undefined] , were 
prepared as inhibitors of proteases including" t h ep z in for treatment of 
excessive bone loss, cartilage or matrix degradation including osteoporosis, 
gingivitis , periodontitis , arthr it is , Paget ' s disease, hyper calcemia of 
malignancy, and metabolic bone disease (no data) . Thus, 

3- (4-chlorobutoxy) acetophenone (preparat ion given) in CH2C12 was treated with Br 2 
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CH2C12 over 5 min . followed by 15 min . stirring to give a residue which in EtO. 
was treated with iminothiobiur et followed by 24 h reflux to give 80% 
N- [4- [ 3- (4-chlorobutoxy) phenyl ] thiazol-2-y 1] guanidine. This was N-BOC 
protected and N-benzylated to give N-benzy 1-N-tert -but oxycar bony 1-N' - [ 4- [3- ( 4- 
chlorobutoxy ) phenyl] thiazo 1-2 -yl ] guanidine , which was heated 4 days with 
N-methylaniline and Nal in DMF at 135° to give 36% 

N-benzy 1-N ' - [ 4 - [ 3- [ 4 - (N-me thy 1-N -phenyl) arninobutoxy] phenyl] thiazol-2- 
yl ] guanidine . 
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Gl = Ph (opt. substd. by (up to 2) OH) 

G12 = (0-2) CH2 

Derivative : and pharmaceut ically acceptable salts, hydrates 

and solvates 
Patent locat ion : claim 1 



RlHN 
H2N 



N^ 



KKKKKKM' 'K '■• ■ I I r J ■ I ■ : 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ABSTRACT : 

The title corapds . I [Rl = alkyl, etc.; R2 = alkyl, amino; Q = alkylene, 
are prepared 2- [ (Amino) (but ylamino ) met hyleneamino ] -4- (3- 

acetylaminopr op.y li thiazo le oxalic acid salt at 1 mg/kg i . v . gave 10 0% 
inhibition of histamine- induced gastric acid secretion in rats. 
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tically acceptable salts 
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Fu j isawa Pharmaceut ical Co . , Ltd . , Japan 

Jpn . Kokai Tokkyo Koho, 16 pp . 

CODEN: JKXXAF 

Patent 

Japanese 
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PATENT NO. 



KIND DATE 



JP 08245621 
PRIORITY APPLN. INFO. 
GRAPHIC IMAGE: 



19960924 



APPLICATION NO. 



.... JJ* * 

C = N % S^ r3 

R2NH 



N — < s CH2NHAC 

H 2 N Jl \ 

C = N S 

PhCH2CH2NH 




ABSTRACT : 

The title compds . [I; Rl = (halo or alkoxy)aryl, cycloalkyl, alkenyl, 
(un) substituted aralkyl, R2 , R3 , Q = H, alkyl; R4 = acyl, acylamino; A 
bond, alkylene] , which show excellent antibacterial activity against 
Helicobacter pylori, are prepared Thus, a suspension of 
5-acetamidomethy 1-2-chloroacet ylthiophene 1.5, 

N- ( 2 -pheny lethyl ) amidinothiour ea , and NaHC03 in ethanol was heated at 
55° for 3.5 h to give 1.30 g the title compound 

[ ( diaminomethy lene ) amino ] thienylthiazole derivative (II) . II showed m 
inhibitory concentration of <0 . 1 \j.g/ mL against H . pylori . 



r H3C " 

= C— NH— CH2 ' 



and salts 
claim 1 
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LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



4- ( 3-aminomet hy lp heny 1) -2 -thia.zolylgua.nid.ines as 
H2 -receptor antagonists 

Katsura, Yousuke; Tomishi, Tetsuo; Nishino, Shigetaka; 



Ohn 



Mi- 



Fujisawa Pharrr 
PCT Int . Appl . 
CODEN : PIXXD2 
Patent 
English 



iceutical Co . , Ltd . , Japan 
34 pp. 



G5 = alkoxy 

Derivative : 
Patent locat ion : 

REFERENCE COUNT: 



ng 1-6 C> 

and pharmaceut ically acceptable salts 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 9605187 Al 19960222 WO 1995-JP1596 19950809 

W : AU, BR, CA, CN, FI , HU, JP, KR, MX, NO, NS , RU, UA, US 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, 

BF, BJ, CF, CG, CI, CM, GA, GN, ML, MR, NE, SN, TD, TG 

AU 9531929 A 19960307 AU 1995-31929 19950809 

JP 2000504305 T 20000411 JP 1995-507193 19950809 

PRIORITY APPLN. INFO.: GB 1994-16459 19940815 

WO 1995-JP1596 19950809 

GRAPHIC IMAGE: 




ABSTRA' IT : 

Title compds. [I; Rl = alkoxy ( alky 1) , cyanoalkyl, phenyl (oxy )( alky 1) , etc.; R2 
= H, alkanoyl, CONH2 ] were prepared Thus, I [Rl = 2- ( 1-cyclohexenyl) ethyl, R2 = 
Ac] gave 100% inhibition of histamine-induced increase of guinea pig atrial 
strip contract ion at 10-Sg/mL in vitro . 



MSTR 1 




Gl = 20 

2 g3-G4 

G3 = alkylene <containing 1-6 C> 
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hno, Mitsuko; Nishino, Shigetaka ; 
kasugi, Hisashi 

1 Co., Ltd., Japan 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 9518126 



W: 



WO 1994-JP2273 



AU, CA, CN, HU, JP, KR, RU, US 



RW: AT, BE, 
AU 9512831 
JP 09507222 
PRIORITY APPLN. INFO 

OTHER SOURCE (S) : 
GRAPHIC IMAGE: 



CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 

A 19950717 AU 1995-12831 19941228 

T 19970722 JP 1994-517925 19941228 

: GB 1993-26611 19931231 

WO 1994-JP2278 19941228 
CASREACT 123:256700 
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649: alkylene <con 
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G25 = alkoxy 
Derivative : 
Patent locat ion : 
Note: 

REFERENCE COUNT: 



ining 1-6 C> 

660: opt. substd. by (1-3) G25 
ing 1-6 C> 

and Pharmaceut ically acceptable salts 

a 1 so incoi po r a t e s clai m 8 

4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




ABSTRACT : 

The invent ion relates to fury 1th ia zo le der ivs . I [Rl = penty 1, branched alkyl 
or alkenyl, certain alkoxyalkyl, aryl, aryloxy, etc.; R2 = H, alkyl; R3 = 
amino, acylamino; Al = alkylene; Q = H, alkyl] and pharmaceut ically acceptable 
salts, which have antiulcer, H2 -receptor antagonizing, and antimicrobial 
activity . Also disclosed are processes for their preparation, pharmaceutical 
compns . comprising them, and their use in treatment of ulcers and infections . 
For example, condensation of the isothiourea derivative II. HI (X = MeS) with R1NH2 
[Rl = cyclohexylmethyl (Q) ] in refluxing EtOH gave title compound II (X = QNH) . 
The latter had an MIC of < 0.2 |^g/mL against Helicobacter pylori 8008 in 
vitro, and the compound II (X = PhCH2CH2CH2NH) gave 77.9% inhibition of ulcers at 
32 mg/kg orally in mice in the HCl-aspirin ulcer test . Approx . 150 compds . I 
and salts are listed with characterizing phys . and spectral data . 
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Preparation of N- [aryl ( cyclo) alkyl) -N ' -pyridylureas 

and analogs as HIV reverse transcriptase inhibitors 

Lind, Peter Thomas; Noreen, Rolf; Mor in , John Michael; 

Ternansky, Robert John 

Medivir AB, Swed. 

PCT Int. Appl., 104 pp. 

CODEN : PIXXD2 

Patent 

English 
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R6-R9 = H, (cyclo) alkyl, halo, NH2 , C02H, etc.; Z = CO, C ( :NH) , C(:CH2), 
etc . ] were prepd . Thus, cis— 2— ( 2— chloro-6 -flu or cp heny - cy ~ lop ropy li socy 
(prepn . from 2-chloro-6-f luorobenzaldehyde given ) was conden sed with 
2-amino-5-chloropyridine to give title compd . cis-I which had IC50 of 
0 . 0004|ig/mL against HIV reverse transcriptase in vitro. 



MSTR 1 Assembled 



KIND DATE 



APPLICATION HO. 



WO 9506034 Al 

W: AT, AU, BB, BG, 



RW: AT, BE, 
BF, BJ, 

CA 2168447 
CA 2168447 
AU 9477153 
AU 687440 
EP 706514 
EP 706514 

R: AT, BE, 
JP 09502702 
JP 3869462 
AT 173466 
ES 212 U 5 6 
NZ 273741 
US 5849769 
US 6376492 
US 20020132794 
US 20040116418 

M; l> ■[■■. I TV AM'I.M . INI- ■ 



•: :i:M1l I i : IMAGE: 



CH, DE, DK, ES, FR, 
CF, CG, CI, CM, GA, 

Al 19950302 
C 20060711 
A 19950321 
B2 19980226 
Al 19960417 
Bl 19981118 
CH, DE, DK, ES, FR, 
T 19970318 
B2 20070117 
T 19981215 
T3 19990101 
A 20000623 
A 19981215 
Bl 20020423 
Al 20020919 
Al 20040617 



AT 1994- 

ES 1994- 

NZ 19 94- 

US 1556- 

US 20 00- 

US 2002- 

US 2003- 

US 1993- 

WO 19 94 

US 19 96 

US 1998- 

US 2000- 

US 2002- 



■927932 
927932 

■2 73 741 

■6 01030 
567857 

■76163 
725657 
110956 
US9 40: 
601030 
114935 
567857 
76163 



G15 G15 H3C 

I I 

N— C— N— CH2 — CH2 - 



0302 WO 1994-US9406 19940824 

BY, CA, CH, CN, CZ, DE, DK, ES, FI, GB, 



JP, KP, KR, KZ, LK, LU, LV, MG, MN, MW, NL, NO, NZ, PL, PT, 

RU, SD, SE, SK, UA, US, UZ , VN 



GB, GR, IE, IT, LU, MC, NL, 
GN, ML, MR, NE, SN, TD, TG 

CA 1994-2168447 19940824 

AU 1994-77153 19940824 
EP 1994-927932 19940824 



Patent locati 
Note: 



REFERENCE COUNT: 



additional ring format ion 



19940824 
19940824 
19940824 
19 96 0 5 0 3 
20 0 0 0 5 09 
20 02 021? 
20 0 312 01 
0 3 1 -. 
19940824 
9 6 0 : 0 
5 0 1 1 
20000509 
20020213 




ABSTRACT : 

R2R4NZNR1R3 [Rl = (heterocyclic) organic ring residue; R2 = CR7R9CR5R6R8; R3,R4 = 
H, OH, alk(en)yl, CONH2, etc.; R5 = groups cited for Rl, NH2, OH, alkoxy, etc.; 
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ne stimulants in bacterial 



infections of 
Canning, Peter 
Pfizer Inc . , U 
PCT Int . Appl . 
CODEN: PIXXD2 
Patent 
English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 9428898 ?. 
W: AU, BR, CA, 



L 19941222 
CN, CZ, JP, 



19940426 



KR, NO, NZ, PL, RU, US 



RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 



CA 2165344 Al 19941222 

AU 9464363 A 19950103 

EP 703782 Al 19960403 

R: AT, BE, CH, DE, DK, ES, FR, GB 

JP 08506353 T 19960709 

HU 70766 A2 19951030 
PRIORITY APPLN. INFO.: 



CA 1994-2165344 
AU 1994-64363 
EP 1994-912051 

IE, IT, LI 
JP 1995-501532 
HU 1994-1775 
US 1993-77846 
US 1993-122108 
WO 1994-IB82 



L9 9 4 3 4 ,-.f 

9 4 ■:. 4 ;. 
19940426 

LU, NL, PT, 
19940426 
15940614 
15 3 3 061= 
19930916 
19940426 



ABSTRACT : 

Bacterial infections are present 
■:-t mipds . previously used as H2-an 
2-guanidino-4- ( 2 -met hy 1-4-imidaz 
2-guanidino-4- (2-N-n-heKylamino- 
f amotidine , roxat idine , and niza 
or treated by administration of 
antibiot ics . I . m . admin is tr at io 



.nd swine by admini st r a t i 



of the 



.lyUthiazole (I) , 

:-imidazolyl ) thiazole, ranitidine, cimet idine, 
.idine . Bacterial infections may be prevented 
he H2 -antagonists in combinat ion with 
of I at 2 mg/kg to naturally infected calves 



educed the incidence and severity of lung disease relative to the controls 
h received saline . 



120, 121, 123, 124, 126: opt. substd. by (up to 2) OMe 
G5 = (1-4) CH2 

Derivative : or pharmaceutically acceptable acid additi' 

Pa tent locat ion : claim 1 



REFERENCE COUNT: 
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iazoles and their 



DOCUMENT TYPE: 
LANGUAGE : 
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Fu j isawa Pharma 
Eur. Pat. Appl. 
CODEN: EPXXDW 
Patent 
English 



sutical Co. 
49 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



EP 545376 
EP 545376 



19930609 
19980909 



EP 1992-120533 



AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LI, LU, NL, PT, SE 



ZA 9208876 
AU 9229837 
AU 666893 
JP 06321921 
JP 2531329 
AT 170851 
CA 2084640 
HU 65 776 
CN 1079469 
US 5532258 
PRIORITY APPLN. I 

GRAPHIC IMAGE: 



] 9 S307 I 5 
19930610 
1 9 960229 
; 9 94 1 i 22 
1 9 96 09 04 
19 98 09 1 5 
1 5 5 3 0607 
1 3 94 0 728 
19931215 
15560702 



ZA 1992-8876 
AU 1992-29837 



19921117 
19921202 



JP 1532-323052 15521202 



AT 1992-120533 
CA 1992-2084640 
HU 1992-3849 
CN 1992-114939 
US 1994-356967 
GB 1931-25970 
US 1992-978477 



19921202 
19921204 
19921204 
19921205 
19941216 
19911206 
19921118 




NHCONH2 II 



ABSTRACT : 
Title compd: 
alkylene; Q 
Thus, 4- (3-, 
(prepara 
temper at 



[I; R2 = H, (substituted) 
COR1, (substituted) carbarn 
rthylphenyl) -2- (diamino 
given) was stirred with pot 
for 



Llkyl; R3 = H, 
.midoyl; Rl = 



, alkoxy, halo; A = 
c group] , were prepa. 
ole dihydr ochlor ide 
H20 at room 



.5 h 



gas 



cid 



compound II. II at 1 mg/kg 



nhibi- 



=d 55% 
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i Continue ~ 



237: alkyl (opt. substd. by 1 or more Gil) 
Gil = Ph (substd. by loweralkoxy) 

Conditional variable data: IF G5 = 18 THEN Gl = phe: 

by ( 1 ) lower alkoxy ) 
Derivative : and pharmaceut ically acceptable , 

Patent locat ion : claim 1 
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USA 
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CODEN: USXXAM 
Patent 
English 



iazoles as antiulo 



Ser . No . 918,946, abandoned 



PATENT NO. 



::.-.iz 



APPLICATION NO. 



US 4814341 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S) : 
GRAPHIC IMAGE: 



19890321 



US 1988-185249 19880419 
US 198t:-91894>: 19860826 



CASREACT 111 : 77998 



RlHN nh 2 



CH 2 NR2r3 



ABSTRACT : 
The title compd; 
alkyl, (CH2)n2; 
ulcer inhibitor; 
ca r boxam ide ( p : 



;i; Rl = H, Cl-6 alkyl, (CH2)nW; R2 = Cl-6 alkyl; R3 = CI 
Z = furyl, thienyl, (substituted) Ph; n, r = 1-3], usefu 
fere prepared N, N-Dimet hy 1-5- ( 2 -bromoacet yl ) f ur an-2 - 
:ation given) and guanylthiour ea were stirred 3 days 4 h 



acetone to give 2-guanidino-4- [5- (N, N-dimethylcarbamoy 1) -2-furyl]thiazole. 
latter in THF was treated with B2H6 in THF followed by stirring for 5 h to 
2-guanidino-4- [5- (N, N-dimethylaminomethy 1) -2-furyl]thiazole. At 30 mg/kg 
orally in rats, I gave 1-93% inhibition of Et OH- induced ulcer in rat s . 



MSTR 1 Assembled 



G6 — G4— NH— C= N^x^ M X / CH? - N~ G2 



(1-3) CH2 

35 / 36 / 37 



.£>- .O- 
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G8 = alkoxy <containing 1-3 C> 

Derivative : and the pharmaceut ically -acceptable acid-addit io 

salts 

Patent location: claim 1 

REFERENCE COUNT: : 
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Eur . Pat . Appl 
CODEN: EPXXDW 
Patent 
English 



A 1 ■ i 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



EP 161841 
EP 161841 



19851121 
198907 19 



EP 1985-302844 



AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE 



US 4560690 
IN 165501 
AT 44 741 
CS 248741 
CS 248750 
DD 233374 
PL 145213 
PL 146070 
CA 1262352 
CN 85103265 
CN 1012365 
DK 8501908 
DK 165693 
DK 165693 
FI 8501683 
FI 81096 
FI 81096 
NO 8501695 
NO 164097 
NO 164097 
AU 8541790 
AU 5542 71 
HU 37787 
HU 198300 
ES 542703 
ZA 8503161 
SU 1380614 
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JP 60239474 
JP 63016387 
ES 548073 
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PRIORITY APPLN. I 



985 1224 
19 8911 04 
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198702 12 
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19861210 
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19900531 
19900910 
198 510 31 
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19860228 
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19880307 
19880731 
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19880408 
19860401 



US 1984-605510 
IN 1985-DE244 
AT 1985-302844 
CS 1985-3042 
CS 1985-7163 
DD 1985-275638 
PL 1985-253107 
PL 1985-257845 
CA 1985-480150 
CN 1985-103265 

DK 1985-1908 



FI 1985-1683 

NO 1985-1695 

AU 1985-41790 

HU 1985-1646 

ES 1985-542703 

ZA 1985-3161 

SU 1985-3884505 

IL 1985-75038 

JP 1985-93524 

ES 1985-548073 

SU 1986-4027210 

IN 1987-DE939 

US 1984-605510 

IN 1985-DE244 

EP 1985-302844 
168456 



19840430 
19850322 
19850424 
19850425 
19850425 
19850426 
19850426 
19850426 
19850426 
19850427 

19850429 



19 85 04 29 

19850429 
19850429 
19850429 
19850429 
19850430 

19851021 
19860402 
19871027 
19840430 
19850322 
19850424 
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ABSTRACT : 

The title compds . [I: Rl = alkyl, R32C6H3, R5(CH2)n; R2 = H, alkyl; R4 = H, 
alkyl, HOCH2, NH2; R3 = H, alkoxycar bony 1, alkanoyl, Br, CI, F, iodo. Me, MeO, 
N02, NH2, OH, cyano; R5 = (un) substituted Ph , naphthyl, furyl, thienyl, 
pyridyl, pyrimidinyl, thiazolyl, imidazolyl; X = NH, Y = CH, N; X = S, Y = CH; 
n = 1-4] were prepared Thus, hexy lamine-HCl was condensed with HN (CN) 2 to give 
Me (CH2 } 5NHC ( NH2 ) : MCM which was treated with H2S to give 

Me (CH2 ) 5NHC (NH2) :NCSNH2 . The latter was cyclocondensed with BrCH2COC02Et to 
give thiazolecarboxylate II. This was converted to its hydrazide and 
cyclocondensed with MeCSNH2 to give I (Rl = hexyl, R2 = H, R4 = Me, X = NH , Y = 
N) . Selected I are histamine H2-receptor antagonists with pA2 > 6.9 in 
guinea pig atria tissue; in rats at 30 mg/kg orally, I gave >77% 
inhibition of EtOH-induced ulcers. 
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s containing them 
Charles 



Engli 



PATENT NO. 



EP 18107 A 

EP 18107 B 
R: AT, BE, CH, 

AT 20 75 T 

ZA 8001970 A 

US 4409216 A 

DK 8001675 A 

FI 8001253 A 

NO 8001131 A 

AU 8057588 A 

JP 55141474 A 
PRIORITY APPLN. INFO.: 

GRAPHIC IMAGE: 



,/^NCR 3 = Nr4 



19830115 
19810429 
19831011 
19801021 
19801021 
19801021 
19801023 
19 801105 



APPLICATION HO. 



EP 1980-300949 198003.1" 



DE, FR, GB, IT, NL, SE 



AT 1980-300949 

ZA 1980-1970 

US 1980-139284 

DK 1980-1675 

FI 1980-1253 

NO 1980-1131 

AU 1980-57588 

JP 1980-51558 

GB 1979-13864 

EP 1980-300949 



9:100327 
9800402 
9800411 
9100418 
9800418 
9800418 
9800418 
9800418 
9790420 
9800327 



-G7— NH— C— NH- 



G7 = (1-3) CH2 

Patent location: 
Note : 



record may include structures from disclosure 



ABSTRACT : 

Guanidines I [X = O, S; R, Rl = H, halo, alkyl, 
alkoxycarbonyl, carboxy; RR1 = CH:CHCH:CH; R2 = 
amino; R4 = alkyl, (un ) subst ituted Ph, CH2Ph] s 
2-imino-3-methyl-4-thiazoline-HI with PhNCS ga^ 
S-methylated and then treated with pyrrolidine 
= Me, R3 = pyrrolidino, R4 = Ph) which at 0.5 r 
the blood glucose concentrat ion from 5.95 to 3 



Ph, CH2Ph, cycloalkyl, 

H, alkyl, Ph, CH2Ph; R3 = 

re prepared Thus , treat i 



to give I (X = 
mole/kg orally 
24 mmole/L in 6 



R = Rl = H, 



MSTR 2 Assembled 
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:■].]... 



em, and interi 
Charles 



oup 



Ltd . 
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CODEN: EPXXDW 
Patent 
English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



EP 11963 
EP 11963 



Al 19800611 
Bl 19320714 
AT, BE, CH, DE, FR, GB, IT, NL, 



EP 1979-302564 



AU 795263 7 
ZA 7906075 
US 4250173 
AT 1339 
DK 7904859 
JP 55073671 
NO 8000697 
US 4282356 
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GRAPHIC IMAGE: 



9800529 
1980 1 029 
] 9 81 02 1 0 
19 82071 5 
] 9 800530 
1 9 80 06 03 
19 801117 
19 8108 04 



AU 1979- 

ZA 19 79- 

US 19 79- 

AT 19 79- 

DK 19 79- 

JP 19 79- 
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ABSTRACT : 

Carboxamidines I (X = O, S; R, R4 = H, alkyl; Rl , R2 = H, alkyl, Ph, CH2Ph, 
cycloalkyl; R3 = H, alkyl, Ph, CH2Ph; R5 = alkyl, optionally substituted Ph; 
NR4R5 = heterocyclyl; R6 = optionally substituted Ph ; n = 0,1) were prepared 
Thus II. HI (R7 = H) was treated with PhNCS to give II (R7 = CSNHPh) which was 
S-methylated and treated with pyrrolidine to give III. At 0.25 mmol /kg orally 
in mice III decreased the blood glucose concentration from 5.47 to 3.25 mmol/L . 
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data tabulated). Thus, N-cy clohexyl-N ' - ( 2 -methy 1-4-quinolyl ) urea reacted with 
PPh3 in CC14/Et3N to give N-cy clohexyl-N '-( 2 -methy 1-4-quinolyl ) car bodi imide, 
which reacted with 2-aminothiazole to give I (R = H, Rl = 2-Me, R2 = 
cyclohexyl, R3 = 2-thiazolyl) . 
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ABSTRACT ! 

Tautomeric guanidines I (R = H, Cl-6 alkyl or alkoxy, OH, halogen, CF3; Rl = R 
Ph; R2 = optionally substituted Cl-18 alkyl, C3-8 cycloalkyl, Ph, or 
pheny la Iky 1; R3 = optionally substituted N heterocycle) and their salts and 
acyl der ivs . were prepared for use in treatment of rheumatoid arthritis (test 
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